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0^1 
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l±@2^iJ#-f-: 1 6tr^^tL^T^ym@B^J^'b^^>it^ll5m^^7 p ^h\ 

5^***^$ tt-cv^@e^ij#-f- : 21$ fettK^ij*^- : 2 2fi$^7 5y^ 

[fflM&E 7 ] n^j^<^ ^-f-^-- vjb&f* ;v ^ Mb $ *lt v> & sb^ij#-^ : i 7 > 
E?y#^ : 18, @s^J#-^ : l 9 1 tzitm&m^ : 2 0 -e^£ *t* r 5 j mmm 
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&&14i&]fiLl45MiU Mtti^^l-f^, U^v^ IKffiJliu MS 

v>ffi, ffimffi&mmmtfe (als) . x/fXiivHi^ imsm 

[if^l 3] ft^6fBm<7>^7^>\ ^7 5 KR<iif^rHf; 

4] IMtgl 2|am^#*^LT^S^6 
BS*^1 5] 3fBm^#^WLT^^>^ 

^&aEtt»jflitt*jflL^ >-t*^s y^v^ saffijfiu js« 

y>m, ffimm&mmmtm (als) . ^jxm&> wink mmm, «ttw 

[f^l7] (1) BB?lI#-f-: 2-C^t>$tL^T^/miB^J^|SI— fcL<ti#l 
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^12 0 0 3 - 1 9 1 3 5 9 ^ 



3/ 



^y^Kt^ti-e^isJ:^ (2) i IBRO^f- b% -e^T^ Kfc 

fr^^F^fi^^J:^ (2) ®lt^6fBm^^'/f- h\ fOT^ K<> 

[»«S2 0] (i) Eyil*^-: 2T^^$^^>T^ymiB^Jfcls|- ! J> b<*±^ 

^■/f-KtfeJi^Ott^itF (2) (H^filjEftO^f K, ^7 5 K*> 

^mt^^it^m-t tz\±z<n&*^mirz> - £ —if 
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^t/T-KSfcti-eom&itf (2) ®H*3(6IBft0^^b% 

[»^2 2] if*^l 7^L<t±l 88B*0^^y--V^i*f ^liHS^ 

[»3fcE 24] 7>*^-*h TNfc &»3&g 2 2 IBttflMfc-frWo 
<7)75/^jmt^Giet*tlH:^^-®aSt^{i'?-^i:^ 



ffiiE2jf 2003-3103289 




2003-191359 A ' 5/ 



&%mmm, yw^^-m, ^-*>v>m. mmm^mmmtm (al 

o 

[»*^3 5] id*^3 4fam^B@^m*^#t. »*^2 9iBmoG®e 

im^M3 7] »*£3 lfBlfcOtfnj** V*f-Kfcffl*W*ttl6K^l* **** 

[»#£3 9] w&Bffl"e*>&wt*&i3 smmvmmo 
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V>^> (ALS) > ^^XF^ ttK& 1it£M 

mmm, mmmAtm, ?ujy7xfrv- j rx7ffi, 7Jfr^mm, m^m, & 

^-SttMLtt^JfiU Mttxij^7f-n, f£-£A^ 'JW, IBttLJfiU FW 

y>m, mmm&mmmkm (als) . ^-jxmm, mmfc, mmm. mn.m 

Mmn, tiifR^b^> ?u jy7x.fr y— 3 ?^ 7m, tr j fr^mm, 

mum, 0 ojULttw^ flf^ ^■mmm^mm^MBJB, mmm^^ enn 

^fttt?&jflLttjfjflL^ Mt^'^v h-T'x, f£-£A,, HStbiflL. Hi® 

v>^> ^ist&isjfm^ (als) , x-jxmm. mm, mmm, mnm 

WMM, WsBMttM, 9uj77xfrY-^u7m, 7Jfr7,m^k, '6 

ttJfiLWP f 3^Ei^^^if^J-e^>^>iS^4 4fBm^#if^Jo 
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&3£&i£lfil1£MU ^ttxV^Kf^, ?£-£A^ JJKfcBJfiU flgffi 

V>^> ffi3MH£tta*l&ft*iE (ALS) . x^XIi, HK& Hi, UHtM 

5 0 ] Mf$£ 4 8 ? V - - f * ttfff^fi 4 9 SB*ft<0 * 

5 1 ] fff^S 4 8 IBfc?)* * U -~ > tz tiffin 4 9 EfO^ 

Cfff^5 2] «^S4 8IB«O^^U-->^fe*/iliWI^4 9femo* 

[si^5 4] m&EM-cto&mn&Ls 3tm<ommo 
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ftfttti&iiLteMu ^#ttinvb-f^, f&#^ jfgmjfli. 

y>m, ffimmummmkm (a.ls) , ^^xjjg^ mm^ *ssyp§* 
«p;*v^ ifttifi, y^f-ams^ «Jn,ttM«fifc, mourn 

[0 0 0 1] 

#3&IBW\ Giai^MV-b^-Ifif 1?^)^ F P R L 1 KWrhifiW* 
[0 0 0 2] 

[*£*03»] 

M&M<7>7 ti^£L"Cv>& guanine nucleoti de-binding protein (J^T\ 

g r t m%rr z Wi&&$> & ) <ommt ^ic ttti*j(o ^i-M^m. 

-m&w&&^te7 mmMMMi'*'?* -msm (7 tmr 

G S e ft V-ty^-Ifil ti^fro j|fflfl&^»SO#««feJWII!&^lB fc#*E 

-sfift»±^sffittfe«fcojte#*^b^v^^*jfflii&rttiS3tu 
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NAOKrJtSc^Wxpressed Sequence Tag (EST) t Ltf-^^-^lc^ 

G§e«*MV%^^ -ieS<^) 1 o t tt, t h FPRL 1 (fP&WXtt. 
1) s "7-)XFPRL2 (^#W\fcft2) 5:if(DFPRLl^f.tLtv^ 0 

FPRLlOT^htLTIi, Ztit XK'*? T V T&3k<D f ML P. H 
IVft^gp4 lab&v»t±gp 1 2 OOSP^^f-K, * ^OSfc^T^ 
b\ F*3HttO%^k LTttA0 4 2, Annexin I <Dg&^7^ K A c 
ute phase protein, h C AP 1 8> N ADH dehydro 
g e n a s e JfoaW^^ K, JBKTNfc* V #*->VA 4 * W^SttT 
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FPRL1 CJ^y>'A4P-b^-Ifif) ri^fe^/BK^-S-L 
A/? 4 2**JMt^5^n^i; 7WFPRL 1 Hjg#fCflH«?&-i tL, UM&ffcl - 

N3fcStri**fl'$/WtS*'Lfc5 b 3> KV T^fiK (NADH dehydro 
g e n a s e) >W ^tOltH? - *LTV>* (2N#fr^CiSfc7 

) o 

[0 0 0 3] 

J. Biol. Chem. 267(11), 7637-7643(1992) 

J. Immunol. 169, 3363-3369 (2002) 

Int. Immunopharmacol. 23£> 1-13K> 2002^ 

Nature Medicine, 2002 Nov; 8(11): 1296-1302 

Journal of Leukocyte Biology, Vol.72, 628, (2002) 
[#4HWOR6] 

Biochem Biophys Res Commun. 1995 Jun 26 ; 211 (3) : 812-818 

7] 

J Exp Med., 1982 Jan 1; 155(1): 264-275 
[0 0 0 4] 

l&m t ffi&: L£7t~r& mm] 

*§&Wte^ MI V*^^ -leit^)* F P R L 1 Wi-*rtHtt 
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12 0 0 3- 1 9 1 3 5 9 ^ : 11/ 

[0 0 0 5] 

[M * flfcfcl" * # O 

mmm^F p r l i \,zm&-t2>mm.*]*im&v vixwmmtz - t 

ZbLtZo ZblZ, j&kWgbl*^ 5 y V fi*Oift4F P R L 1 * a - Kt4 D 
[0 0 0 6] 

(2) N^o^^^-v^^^^Mk^tL-cvi-r^iv^ e?0#^: l-c 

(3) N*Sg<?)^ft- >3£ak&** ;v ^ ;Wfc £ *lt v> * sa^j#-^- : lifc itwm 

1 6-C***LS75y»KW*»e»4r4±IB (1) IB«0^^ h\ *<37 

(4) N5|c3»0-?t^-*-v55lfe***^5Mk$tLTv^Ey!l#^: 2 1i^iiS£ 

: 2 2 *l£ r s y mE^i^ h & &±m ( i ) fem^^T'f- k> *<o 

(5) N^<^^*-V^^*;VOWk£*U C*So^VD^fy>W 
fl8S$*L-Cv>&E?!l#-S- : 2 1 Zfzl$W&m^ : 2 2t?a$tL^>T^ /WJ^ 
£££±15 (1) |am^^K> Ktt<lif©x^f ^fcttfo 

(6) N^^^^-^-^^S^^^Mk^tLTV^T'b «tv^ E?ll#^ : 1 7 
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(7) N5^<©^^*->»****^^Mk$tL-CV^BB2?iJ#^: 17, Se^iJ# 

t : is, @fi?!)#-5§- : l 9 ttzitmmif : 2 o-e^$tL*r 5 yifcEyyjfcfcfc 

£±JB (6) ffii£tf>^7^h\ K^> L< {i^co^^-r^i/cti^^m; 

(8) _LfB (1) IBm^^^K, f©75 yi>L<i*Z<DZ-Xf-)V%tzte*<D 

(9) ±ffi (6) IBIRO^^K. ^7^ KiL< Wx^f^fcli^ 

(10) ^S»J-e2b*±IB (8) £fc»± (9) SBIROEiS, 

(id mu 7vj^-ii, r^v>^> aeaaEtt 

^jflH4«m. ttttiv^vf-f^, fisstbjfiL. ram, k 

, mmm&mmmcm (als) , x^xit, mm&, mmm, tmrmvv 
vf, as^ttwfisfig. vwt-mmfe's mmmmik, mm^, mourn. 
->m, mm^-xm^ ship, in-* a-* ims^u m&k 

ftm®mmm<D=?m • mmM?*>z±jR (s) ttut (9) mmvmm, 

(12) Jits (1) tam^^yf-F, wu'iKiHox^f^ifcii^ 

(13) _LfB (6) fBm^T^K, Kfc t< i±^©x^f^^ fctt* 
(1 4) Jiffl (1 2) SBttOffi#*^LTfc&^»raU 

(15) ±e (13) mm.<D$tfc*ttLr%2>&mm, 

(16) 7pjv^-ii, &.mimmB~ r^y>m, se^i* 
MrtaaMiu ^tis^^h-T**, y«5r^^ F^ffim. mc*. n 

, gftMft&ji*fltfk& (als) , x^fxm 
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rt»H^»©^Wf#J-e**Ji8B (14) tfcti (15) fMft^Bfi&K 

(17) (1) @B^iJ#-^-: 2-e^$tLST^ymSa^!lt|S|-^ L,<*i§HSCWfc 

7-YttzitZ<Di&&3LXF (2) <D±fB (1) IB*©^"/?- h\ ^<7>T^ KfcL< 
(i^0^7.7"^t^(i^^t^(±(I)^V^7 p ^-S^®^^{±^^mi:-hf5 ( 
1) ffiife^^^K ^075 Kfc t < li-e-OJ.^-r/i/tfeli'tOttfcOlS'frtt 

Zizlt*<D%Lb±& (1) SBKWVs^K, fOT^ L < itt(D^f-)Vt 

(18) (1) K^J#-^: 2^**>3*i&75/TC^JfcR— fcb<li*R«fc 

f-Kf fctt^-O&iSitf (2) G)±JB (6) IB®^"/^ h\ 5 K&L< 

j±*Oi*-jr/uS fctt soffit fcttCD&Hr^-SfiRS fcl± fc±JB ( 
6) ffi®O^T^-h\ -€-<Z>7S K*> L< li-eOi^f^f^li-e^ttOt^t 

5fctt*0:®fcJifB (6) |Bm<7)^7 P f- h\ -€-<7)T^ Vt>L<lZ J t<D*-XTn'* 
tz \t * <om b <7)&&& $ tz \t v Pi-n^M £ mt $ * & ft^t? J/cli-e^O^ 

(.19) E^J*^- : 2 T^fr $ ti& 7 ^ 7 mE^J IWI— & L < tt^lSCWfcH—O 
7^^jmtSGSefMIH:^-ie®^ E^iJ##: 2, E 

: 4 s tz &E?iJ#-§- : 6 -e^*> $ ti& r s. j WESfflfr hte&G m& 
Mv-*:/*-^6«-e3>;g>_Lfa (17) ttzii (18) nme>x?v-->?Jj 

(2 0) (1) E^*^-: 2^fcSft*7$yiMemra— 



tliiE#2 003-3103289 



2003-191359 ^ ^- v : 14/ 

f-KSfctt-tOrBtfsitf (2) ®±ffi (1) %m.O^^Y\ K*>L< 

^«^-<7)^^±is (i) fem^yf-K -e^r^ k& Ktt-e^fjv 

$ it t± £ £ tz it v ^f - ;W£3t £ SEffc $ * & it&to *1t\±*<D&<D 

(21) (i) w&m^: 2x-mt>zfo2>T$;mzmtm-i>L<tenMmz 

<J-\tttz\*%<D&&ZTf (2) ®_tfS (6) ISmo^^K, -?-<7>7^ K4>U< 

4 & -e t o*s#tt s £ t± v r^^ism zmtz^tz 4t&® ztzitzvmv 

(22) ±15 (17) & L< it (18) SB*0^^y--^^fe*^»±±|B ( 
2 0) &L<t± (2 1) SB«0^^';--V^ffl*y h£fflV*T#<b*l&Jtf3 ( 
D.ttzit (6) f«7 5 K4U<»i^i^f)Hfctt^ 

(2 3) Td--^b-C**±gB (2 2) ffittO-fk^. 

(24) T V * =f-* h "C* & JilB (22) flBffc&'fb'fr^ 

(2 5) ±12 (1) mWL<D^^h\ K & L< l^<0x^r;V^:lif 

(2 6) ±ffi (6) IBf O^^f K, f^75 K*> L< ti-^O^x^i^ti-e 
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(2 7) ±ib (2 3) femora* >*fwrLr**«afeiSKi, 

(2 8) JifB (2 3) ffimOTn*^* h^Lt^^Pil, 7V^?-<II, 

r--^. v^^^ namjiiu ku> imi, ffttifife Fk^jk. 

tt«<fME^ T^^A/fv-i, r?-*>V>^ je^»ttfiimiK<k^ (ALS) 

(3 1) ±JB (2 9) faftOGSeSf^^lV-fe^-SfilCt/SJi^O^^ 

(3 2) @B^iJ#-^: 5 -e^Sfrl&^IEWb DN A, 
(3 3) _L|B (3 1) tsmn* 1 )** Vtf K^ft^mi^^^-> 
(3 4) JifB (3 3) |B«oa3fc£^^^-^«KI»$*^««tJM(K 
(3 5) JtfB (3 4) flBftO&JUB&flefcigSU ±13 (2 9) iBfc^G^aiC 
*ffiav«fe"/^-«e»«:^JK*UJC>*ii:«r#»fc-r&±fB (2 9) IBUcOG 

(3 6) ±e (29) mm<oGm&mjmmi'*79-m&n*>i'<i*z<oufr 

(3 7) ±1B (3 1) tm.<0#VX?l'*7Vtttttto%1^mm*izl* J t<0-' 
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(3 8) ±|B (2 9) fEf^GM6»*t£Sl/*7'*-^£®& t<i±^<7)^ 

(39) ^^j-e^>^,±fB (3 8) mn<omm. 

(40) «^ 7i/;^-^E ^ttiR^ms r^v>#> 

&*tA^ vu^, HittiifiL. mum, m 

> nitti« (als) , ^4xmm, m.m^ mmm, mn.m^vy 

rtSJHfiHH^O^I* • femm~(:4bZ>±M (3 8) ffi«c?>IMil> 
(4 1) _LfB (31) %W.<0*°VX? Vtf Kmtt^SSI, 
(4 2) ^^Jr^^»±ffi (4 1) iBmog^ 

(4 3) H/m, TWl^-^SU ^ttBI^m. 7yV>^ gS^tt 

MittMu ^tt^'^^h-T-^. S£^a>> v*-^ jiajjfiu fb«s, p 
. mmm^mmmim (als) , ^xr&^ mm^> mmm. n&m^vy 

nmmmim<D^& - ft$m\-e&2>±m (4 n ib*w>e»k 

(44) ±m (31) «b*w>#v** v*^K*^rurft*iwaii> 

(45) rv;v^F-ii, ifefig, ^ttlt^m. r^y>^> SBftjfttt 
«Lt£Mu ^ttti'^vb-f^, jimjfiLs ss 

, ffimmm&mmtm (als) , ^xmm, mm^ 'mmm> mnmmvy 
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rt*H*«^oiw>f«i-c*&±iB (4 4) wm<oimn, 

(4 6) ±IB (3 6) IB*©Jfcfc*^LTfc*lMra!U 

(4 7) ML TV/Mf-JJUL 3fc£telR!JS*U TyV^> SSMtt 

. «5H*9ttffl!gR«'fk^ (ALS) > j^XJK*e. *tt»»U 

rt»ffliE«l»O^Wf*J-e**-hflB (4 6) |BttO^»f»J. 
(4 8) JJE (3 1) fB|ft<0#V5?^ V*f-K*JBv*S£fcfc#«te-raJ:IB ( 

(4 9) _tfS (3 1) ffi|ft<0#y**V*^K&'£;£LTfc*±fB (1) I5*c?> 

(5 0) ±IB (4 8) |B*©**i;--V^8c*fctt±IB (4 9) fflfcOX* 
'^-V^ffl*? h^fflv^T#ibtL^>±fa (2 9) IBttOGSeK^MV-t"/ 

(5i) ±ib (4 8) iB*o**y--v$^»*fcttjyB (49) tamo*? 

Y*m^xmhfr%±m (2 9) fa«oG^e®*^i-fe7 p 

(5 2) ±|B (4 8) fB$tf>** V--V^**fc»±JtlB (4 9) IB«^^^ 
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(53) ±ib (4 8) mn<r>^^v-^y^^ttzit±M (49) iBm?>*^ 

y-~yym*y \-*m^T'&hfrz>±M (2 9) iBm^GS6«*&Mv-fe:7 c 

(54) #Lifcg#j-e&&±fB (53) mwwmm, &zxr 

(55) pgjg^ tv;^-ei. ife^ ifc£i»giiu r^wi, ne^t* 

, nitti«£ (als) , mzmm, mm^ m%.m. \mmm^ 

^S^^WI^-^^JT^^ifB (5 3) fBfc<9|Sll£JI#rr&o 
[0 0 0 7] 

(5 6) _LfB (3 1) Ifi^O^^^^l/^-^Ff ^^^co-^^fflv^it^r^ 
mt-t-^-hfB (2 9) feiOGIfif^II/'b^^-Ifil^mRNA^i 

(5 7) _LfB (3 6) IB^^Irfflv^.lh^^m^-r^iifB (2 9) fEm<£> 

(58) (i) FPRL 1> t(D^^^Yttz\t^(Dm.t^ ®_b|B ( 1 ) IB 

^-Se»t^:l±^-0«i:±fB (1) fB^O^y^-K. ^TUHKIW 

fzWt&t, (ii) FPRL1. *©»#^/f-K*fctt*«>:tti:^ (D±IB (1) 

L 1 £ tzi*Z<DiM.b±m (1) IB^^"/^h\ -eoT^ Kfe L< fi^^y- 
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fcfc&J&S^/d^fcOit^&frfc? Zt*%mt1r2>±m (1 7) IB^OX^ 

(5 9) (i) (DSttLfc-hSB (1) IB^O^^ K. WU'^Kli^ 
i^f;Hfc(i^lf;l*(2)FPRL 1 4fe»4-€-Ottt±IB (1) Ifi©^:/ 

mLtz4t<k®ttzit*<Dl&$:FPRL 1> ^oap^^ K4 fctt«€-oa[^»Ul 
S-ttrfc*^-*:, (ii) (D$S!&Lfc±fB (1) ffi®<^7^h\ KfcL< 
ii-e^jn^r^t/c^-e^mtfctiCDFPRL 1 Z tz\*Z<Dl&t±M (1) fflffc 

*&«»t^fc-&i»f fctt^-Offi. *iOTWR<b-&**FPRL 1, *©«B$3^ 

•7 p ^Kt^{±^^^c^|!l^^^^^cfe^t^^ ««Lfc±SB (1) lam^T* 

f©75 b< te^^x^tfcti-f-O&OFPRL 1> ZOWfr* 

^Fztzizzw&teM-t&Mi&mLzmfeu &$?t2>zt*!$mt-f2>±m ( 

1 7) fB«0**V-->$ r :#i£, 

(6 0) (i) ®«lfcb3t±IB (1) ffim^7 ff ^K, W5Ktl<»W 
M-f>>i/tfctt-C-«)tt4^li<DFPRL 1 Ztzi±-Z<Di&b±M (1) 

• L;Ht^*fcli*tf>ttfcFPRL 1 fc^^a*BI»fc»»**fc»*i:, ( 
ii) ©BOIL fc±ffi (1) fam^^^f-K, ^<^r^ K^LOi-eo^x^ 
fe»i^O«7ttt®FPRL 1 f fcfct*Ottfc±fB (1) tam^^^K. *0 

&K&if&, mmvtz±.u (i) lam^^^K, KtKiifox^ 

±12 (1 7) ?b<ro^^ i ;--v^^ 

[0 0 0 8] 

(6 1) (i) ®Mm.Ltz±MZ (1) IB«cO^"/^K> *<OT ^ Fi>L<&*V> 
x.^x;Vf fe}i-eotif;li(2)FPRL 1 Z tz\$%<DM.t±M (1) IBflW)^:/ 
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mL^fc^tfcfi^^&F P R L 1 ^^fl&OJ^B^^^^*^ 
^i:, (ii) ®MmLtz±m (1) ffim^^^ h\ ^75 KfeKll^x 
Xf;v^;iif<7)tt/:I±(2)FPRL 1 Sfc»±-€-<Z>:ffi2:_tSB (1) 8B«0^^ 

L fcik&to ttzit^(Om, TmMk4k&to ^FPRLl fc-g-^t & >HIJfe©18SiIi 
#fc&tt$*fc*'&£i5tt** ^If&L/cJiffi (1) ffitR^^f-K. ^<7)T^ K 

jt^i-^it^^mt-r^-htfi (1 7) IBtW>**V--5'^;£ik 

(6 2) (i) ®mm.L?z±m (1) fem^^f- k, ^tuhl<i±^ 

xxr;^^ii^tt^{i(DFPRLli^(Wti:±l2 (1) f5m<^-7 0 

limiJl^l^Ol^, FPRL 1 £3- mDNA^ftiDNA 
£^rt£*&&x.^ * -tfSgfLjtiI^#:^fft^ £ J: oT^ 
iIIteM«It:ML/;FP R L 1 fc«j»$*;fc:t*&fc^ (ii) (D^m 
L£_tfE (1) |B«0^y^K, Kfc L < lif<DxxtJH/;lif(Oi 

f fcte(2)FPRL 1 £ tz\*Z<DUt±M (1) EIRO^y^K. WUHL 

Offl, £ ilf^^b^^^mK^#^«m^31L7tF P R L 1 

*^*^jc^Jt*. mmLfc±& (i) iBm^^-z^-K ^75 k*>l,<i4* 
#mti-&±ia (1 7) saifto^^ 1 ;--^^^ 

(6 3) (i) FPRL 1 *mmt't2>ft&®* FPRL 1 £-W1-*«Ufitelfc 
(ii) F P R L 1 *ffitt^tS^*iOWft^»* F P 
R L 1 *^"t*«IJ|&^ftli$*^:«r^^fett*^ F P R L 1 &^L£#ffl»lJ$t 
©tt£*»J5£L. Jfc^1"^>£i:^#mt1-^±fB (1 7) SBttO^^U--^^ 

(6 4) FPRL 1 *f&mt-fZ>i\&m*, FPRLl*3-Kt4DNAS:* 
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fprl l ^tStt^i-^^tf^i^^k^^^M^^^mm^^ 

iUFP R L 1 K&mZ*tfcWi&K&nZ>, F P R L 1 ^^1-^*fflWlJ^:f&tt 

£$ij5eu jt!^t&£££#f^-r&J:fB (1 7) ffifcO* ? I) _ - v^g^ 

[0 0 0 9] 

(6 5) FPRL 1 fc^telfct-Mt^KD-tifi (1) ifim<^7^h\ **>T 
^ L < (i-?-<0i7T^f ^li-eoit f;ti(DF P R L 1 $ tzl±Z<Di&b±m 

(1) iam^-Zf-K, -€-<7)T^ K4> t < (i-e^fii't /i«4 fcwjfif'fr 
te£&ft$#*<fc^£fcti*©:Hrt^*J:IB (6 3) ttzit (6 4) ffim<7)^ 

(6 6) F P R L 1 Z&m-t&fflmt tzK*0>Wmfr*l&s't& - &#m£i- 
&JiIfi (2 0) SB«O^^V-->^^y h> 
(67) FPRL 1 Kt^DNAmnDNA^tt^t^^ 

tc^LfcFPRL i *&m-f2>ztzqmt-rz>±.m (20) sa«o;**y- 

(6 8) (i) FPRL 1. *<DU$"<7?-Fttzte%<Di&£, GXhlB (l) £ 
fcti (6) IB^O^y^K, fOT5 Kfc L< tt*<&^*r>u£fcl±*-<0ffi£;fc 
tt®fE^*"/^-MKt/itt^O«fc±fB (6) gBftO^^K. ZOTZV 
^L<it^O^^)Vttzit^<D^t<om^^^t^^^t^ttz^<om. 
tZ&mZ-ttzWf&b, (ii) FPRL 1 N trOUti"*??- VttzltZcD&b, 
(D±fB (6) ffim^T^K -?-075 Kfc L< i±^O^X-r;v^ fzltZrOi&t 
fc«±(I)FPRL l*fct±*tf)&fc_t8B (6) ffim^T 9 ^ WU%L< 

(6 9) (i) ®*R»bfc±JB (6) SBffcO^^K, 
i^f;H/itt^lfcli(DFPRL lZJzte*V>m.t±m (6) 1B*W>^:/ 
f-K, Kfc L< &*<D^XT)l'tizi*%<Di&b<Dffi^$:mk-£it2>U 
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mttzm&t, go GmnLtz±m (6) iBm^^^K. k*>l< 

(ifox^f jvf ^ti^<7)tt jtli©FPRL 1 Ifdif Ott±|B (6) f&« 

y^Kt^ti^^tc^M^^^^^^^^^ ^Hfetfc±fB (6) IB^^y 
f-K> f©75 K* t< li-£-<^*x;vf f:iifOg«Z)FPRL 1, -eoSB^ 

1 8) mm<7)x?v-~>mm. 

(70) (i) ®mm.Ltz±.m (e) mm<o^^-Y\ *<DT$Yi>L<fc^<D 

^f-)Vtfzi±^(7)m.t f:!i©FPRL 1 ^tz\t^(Dm.t±M (6) mWL<0^ 
Z(DT$ LOi^-O^-r^f fcli*«)«fcOjfS£*£fg'ffc$-Sr*» 
»Uft^»li)ttt^*FPRL 1 *^l-**ffljftfc^s*fc»#fc* ( 
ii) ®S»LfcJtilE (6) SB«0^y^K, K& L < fi^O^r- ^£ 

^ti-e^mt^tiCDFPRL 1 ttzl,t^(D^t±m (6) fBi£<^7°^h\ 

Kfc L< &*<O^XTfrttzteZ<0&t(D&&&ZmkZ^ZW ! WiLtz4k& 
mZ?zl±Z<Di&, ^iOWft^FPRL 1 *^1-&fflJ&te«fcl!$*fc» 
^^^ItS, IRlftLfcJtiSB (6) $m<0^-f^Y\ W5Kil<liW^ 

t * * ii * om^gMi, Ktt-f & * an u zztzmmb-rz 

±IB (1 8) SB«o^^y--vr^i*. 
[0 0 10] 

(7 1) (i) ®SI«Lfc_tSB (6) fBttO^"/?- h\ ^COT^ K&L<li*0 
i^f^t^li^Ol6ifcl±(DFPRL 1 f fcli*0:£fc_LfB (6) SBfW)'*:/ 
f-K, ^7 5 Kfc L< li^O^T-^t^li^O^fcOjg^Sr^k^*** 

(ii) ©IWftLfcJfcJB (6) IBftO^^f- K> f©75 K&L<li*0.x 
7r^$^(if Otifd±©F P R L 1 lf:li-?-Ott±|B (6) fSm^T^ 
h\ f075 KfeL<l«<0^xJWt Zili^Offii:Ott'&ttS:aMfc$**tR» 
L fcft^ 1 iifoS, £ X Wffifc&to «r F P R L 1 Sr^l" * fflUfeOM 
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imthzt*<mkt-tz>±M (i 8) mm,v>x?v--ymm. 
(72) (o ®mm.Ltz±m (6) mm.(o«y^-v\ ^<or< vi>L<i*^<D 

x^f;H^ii^f/:li(DFPRL 1 £ fcii-eoi&t JilE (6) Um<0^"7 
WLLtztt&yjttzteZVt&Z, FPRL 1 Kf^DNA^tt^DNA 

z^m?*®.®*.^? * -x^m^LtzMM^m^mm-r^ zt^xoxm 

WW«li:Ml/;FP R L 1 K^m^tz^t, (ii) (D^lft 
L£±iE (6) ffifc^y?- K> -e^T^ Kt> L< li^o^Xir^t £te-e<7)jt£ 
£ feli©FPRL 1 £ fcii^i&t-tffi (6) fam^^^K ^-<7)T^ K£L 

< \t^<D^T^ttz\t^(D^t<Dm^^i^^^um\^tzit^mt tzitz 
&£z/m,mt&®*mmMnm£<vMMm^m.LtzFFRL nzmmz 
&c:mt&> mmLtz±m (6) isfco^^K, k *>l 

mWLt-t^±M (1 8) iBm^** 1 ;--^;^ 

(7 3) (i) FPRL 1 £*imit1-&^tJ£FPRL 1 *mmz& 
m^tz^t, (ii) FPRL 1 *^mbi-a<b^i3J;^^b^%*FP 
R L 1 *^i-<i)«^^$-^7t^Hi3lt^. F P R L 1 £^L£jffl»J$fc 

f&tt^iiij^t, jtiH-&£t£#^i-&±ffi (i 8) mm<7>x? 

ft* 

(74) FPRL 1 Z%imt1r2>ft'km&, FPRLl^n-Kf^DNA^ 

fcHJ:oT^^®^#^^^mL7tFPRL 1 K^lt! 
FPRL 1 £*tmifc^£ft^&*^t£^ 

IUFP R L 1 K^8j>£^£^Ki3tt&. F P R L 1 *4vf %>mWm$&L 
£$bet. ifc^-T^ih^#mi:i-^±f5 (18) t?M<DX ? V 
(7 5) FPRL 1 £»mb1-&ft^« s <i)±i5 (6) IBfc?)^:/^ h\ fOT 
^ L< itZO^Xr-frtfzltZom.t £fi(DFPRL 1 *tzft*<Dl&b±& 
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te£&ft$*Mt^4&£;fcfi*0&t?<fe&±SB (7 3) ifcli (7 4) ffim?>* 

(7 6) FPRL 1 *^i-*«Jfi*fett-€-«>lltW^***r*ifc«r«F«fc1- 
3_tfB (2 1) f5|W^iJ-->^^7 K 
(7 7) FPRL 1 fca- Kt 4 D N A «r*tt4 D N A Sr^tt 5ft*it^^ 

CMUFPRL 1 Sr^-T*ii:S:#ati-*±SB (2 1) gB«W>**V- 

(7 8) W*Ltt»fc*frl,T, (i) ±12 (1) ffi«O^^K, W5Kf>L 

<(i^o^x;vt^«-eo^ (ii) ±fs (6) um<7)^y^-v\ *<DT< K 

L< tt-tOMT-ZI/Sfctt^-OttU (iii) -LIS (2 3) IB#OT=f-;* K 

(iv) _tia (29) i2«^Giag*Mv-tr^-iefi L<I±*<*>«K3^ 

•/f-KSfctt*©*, (v) _L|B (3 1) ^^W*^K*feli (vi) 

-LIS (5 1) |B«0<b^tfc(i^oao^*^#t-&ifc*#»t1-a«l» 

, ^ttxnvb-^, is*^ v^^k BgmjfiL> isi> ^^m> w 

(ALS) , J.>fXBHfe, ttK& *flc*> «ttra«P;*v^ 

m^m^ ettjw^ jflmv^ k-s/x. ans^u imgHk 

Fife, »ffl[E«mo«3H*ffiRj€s ittffl&JfiLEE, ft3M£Atfrt«EBI*Ett 

(79) pftji., 7v;vf-ii, &steiiRgi,«u asftfttt 

0*M* *fSSH> IBM. #HMiki> 7;v^W7-^ ^-*vv>* 
, ffigM8£IH$&fb£ (ALS) . •z.'TXIMe. MR& «m*?t* ftteBMtP;* 
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rt*Hfe*»0^»-?&«»J«r»at-r*fc*© (i) ±*B (1) SBWO^^K 
, ^-<7)T^ }?t>L<\ZZ<D^X-T)\'ttzi±Z<D^ (ii) ±ffi (6) fE«£<7>^*7° 
Ktl<li^x^t)l'ifclif©it. (iii) -LIB (2 3) IB 
$tf)T=f^*K (iv) ±IB (2 9) S»OG«e«#^Wr7*-«e«* 

b<tt-e-o»^^K*fctt*o*^ (v) ±ie (3D mm.<otfv 

f-K*fcl± (vi) ±15 (5 1) SBm^k^i^tt^O^^^SrH^-r&o 
[0 0 11] 

7^ -7~>, ^vfci?) o^f>^^>» (Mil?, VMMfe 

, rvrmm. mm /3 mm, #st*BW&, j*mm, 5^ 

^v^jfflja, SEj&aeiia. ±&*miik ft&m, $t$t^«> ifflia, flamns. 

«fl!a> «#«Bua. smm*> L<^mmmm, *tz 

mmm, *mm&&. mm, urn, umru, w%rm, *k&k. mm, *m 
, mm. mmm, mmm. mtm, mm, n@) , hhhu rm^. w. 
mm. wm. ffFM. £mi§u mvo, #§t> nm, 8&*u m, m 
am w. ±m. *m) . M\ mm. mm, mri&, ^mtn, * 

AijflL^ tii. m*,, *tm> «pm. mm. #> ws&> #k 

, ML #ft> 8§tr> v ^ o 7 7 - ^<DMfiiK t 

[0 0 12] 
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: 2 -eafr £ tt^> r ^ sfflMSMtnnmzm— <ot$ ymwMt lt 
T$;wmi\<o&mm±. mmmmrfrzrvx&NCB i blast (n 

ational Center for Biotechnology Inf 
ormation Basic Local Alignment Searc 

h Tool) £ffiv\ \>xt<d$& Wmk= i o ; v 7*frf 

^ = BLOSUM6 2 ;7^;V^'J>^=OFF) KTff-^& £ 
H4&FPRL1 fc^KW£RKOfate£W^*®Bf^^WSLv*o 
*t|f|$ ^,o. 0 1-1 0 0fi!P. «F* L<Jii&0. 5-20^ iWfl 

[0 0 13] 

FP.RLlfcim a) BB?!l#^ I 2. @2^'J#"^* I 4 * 

: 6*e$tt>ztizT$swtmm*<oi *tz&2m&± (»t t<(±> 1-301 

iWL<Hl-l 0^®^> SfcfcSFSlXttJHH (1-51H) ) O 

T^ym^x^L^r^ymiE^L b) m\m^: 2. K^J*-^: 4 SfctiSe^J 

6-e^t>$tt^T^ymiS^J^l J/:fi2 fflJSLJi (»*L<«±, 1-3 0 
fflSiS. ±f)^t<lil~10Ig^ $t>i:«FIL<l±«:l (l~5i) ) 



ffiaE# 2003-3103289 



2003-191359 A ^-v* : 27/ 



3 0itE -fcO #4 L<t±l~l 0ti&& SfetfflKliftfl (1-510 
[0 0 14] 

fc>£*v&7^ymifi#l£^rt-&FPRL 1 £{iCa6£1-&FPRL 1 ii. C5fc 
W*^*^y^S (-CO OH) , *mvWH-COO-), 75 K ( 
-CONH2) itziix-Xr-fr (-COOR) OjpJtL-e&oT*) *v» 0 
ii-e^T^Wcjstt&R UTte, ;*^-;K n-/n^ 

„ «-t7f;v^^C6-i27'J-^ ^^v*;k y^^j^ta 

^©7x-;l/-C 1-2 7>Mr;Hlffc t<lifl-t7f^fHtOa-t7 
^-;V-C 1-2 T)V*)vm%¥<DC 7-1 477^^;W15^\ ^Pffl^^-r 

F P R L 1 ^C*Smi:*^*^y^S (Sfcttfc/M^S'l'- h) 

07^Wii (0flx.tf, 7-bm^C2-6 7;v*/^ 

^^Ci_ 6 7y^t') TfiMSSti/cv* N^H^^rt-e^j 

ofiaift±(7)ttm* (mz-tf, -oh, -sh. 7571, 

^ if (0 C 2 - 6 7 ^<Z) C 1 - 6 7 y if) T^M^ttTV^ 
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-5) o 

5y»ffiaitf»<bfc&fc hfiJfcFPRL 1 (J. Biol. Chem. 267(11), 7637-7643 ( 
1992)) , BE7!I#-^: 4T*b$*L&7^/mi5?lJ^<b&& , 7y hfi^FPRL 
1, tifflttl 6T**>**t4T5yaiKRI*»e>**^«>^tfl*FPRL2 (J. 
Immunol. 169, 3363-3369 (2002)) &£**fflv>fc*Ub 0 

BB^II#^ I 4 "C^ib $ *L* 7 * ;jBE^f)4S5f hfiSfcFPRL 1 Jiff* 
[0 0 15] 

FPRLioa^f k oar. sj^y^KtPftiB-t***^**) 

T «\ ±|B Liz F P R L 1 OffiWh'*:/?- K-e^ttWttO & o*C£> otU 

@e?!]#-§-: l-e^fc^tL&r^yBMB^t^ri-aFPRL 101 

Khtt^ i^fcte'/ny YfmrKi3^Xfflffi,$\-mi& (fLTfctt (Hydrop 
hilic) g&ft) X-&&bfrffiZtitzUfr*'£tt'<7?-FX'$>2>o ttz^ ^TKtt (H 
ydrophobic) «M£&—*Bfc'g'tf F <> l^^dfflv> & £ i: O K 

l<^9 o%m±^ L<i*m9 5%&s±<Dttm&zm-r&T $ ;mm 
rsswrnnommmi. mmmmrfrxv x&ncb i blast (n 

ational Center for Biotechnology Inf 
ormation Basic Local Alignment Searc 
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h Tool) fcfflv^ JilTOM (8§#ii= 10;^ y ^Sr^i" ; ^ * 
X = BLOSUM6 2 ;7^^'J>^=OFF) KTiiif-f & £ So 

[0 0 16] 

*^ **WO«^y^K»±. ±lfi7^WJ^li/:li2W± m 
*L<tt, 1-1 OffiS*. $<bK0£ L<imm (l-5«) ) 07 5/»# 
*fc»±> -e^T^ymia^J^l *fcli2«J5l± (»tL<li> 1-2 0 
-fflgJK. iOffi L<(il-1 OfflSEs $e>£&£L<tt»rtH (1-51®)) 
OT^WJOU ifcUU -e-^T^ymBB^I^^l £fcti2«LL (jtfSL 

ztz^ *fkm<QWfr^7*Vi*ctt&*n'tf* 9 sn'& (-co oh) % 

^vlx-h (-COO") , 75 K (-CONH 2 ) ttzltx-X-rfr (-CO 
OR) <Bflf*t-C*o-Ct> £v\, *»iO»^«^f K*»C5|diJWtc*>l/^-> 
;v3£ (t^ti*;v^'>v- h) Sr^LTv^it^ *;v^'>;vi^7 5 hMb 

v> *$> * IS'* K Jroffi-fc"* y f - K & if t> ^ * *t & o 

#slv\, do^mttri±, ix.it mm. 1Mb 

Amwt, mm) torn.. $>z>w±mmm wx.iz. *?m. ynft>E 
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[0 0 17] 

^t>-£;i> -r i: k x *) mm&m-r z> zttf-?%z>o 

[0 0 18] 

#J3gt LTte. fllx.**, ^nn^;l/#J3t. tKn^^^f;vfi, ^/XtK 

^f^7x-;V7-t>75 K*f-/M&JB. *°'J7^'J^7Um 4- (2' 
, 4' -^>^>7x-;v-tK.n^>^f^) ^/^vWflt, .4- (2' 
, 4' -^^y7x^V-Fmoc7Uxfjv) 7 * / *~>$rJ3i& fc* £^ 

Ittl^v^it^-CiS^ W±v\ K 

itUli, DCC. N, N» -^vynifWM^U*, n-^;v- 
N' - (3-y>W§/7 , Dy^) #>M?$M ^ Wffiv>k*L£o ^tL 
<b^i^S14<b^{±y-fe^^pp«M (flOxtf, HOB t> HOOBt) tt 
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fcfi^ o ^m^#J3i^&-r ^> - 1 ^-e # & 0 

[0 0 19] 

N-y^f^^^ATU', N, N-y>f;V7"bf75 K, N-^f^t 0 D'J 
ifo a.^ x /HE* & W± £ *l £ £ if v> tt& o ESzaj^ 

am 6 K^^^^f& k ^ffl $ tt# & i t &m h fix isb & h M±m%i s tt 

[0 0 2 0] 

wMoT^smowmmt lxiz, mm*. z> boc. ^— 

^y*;v^;K Cl-Z, Br-z, r^v^/v^v^/v^-^ h;*7 

7xXji/^^7-f7ft^;K Fmo c& Wfflv^tL-2> 0 

#/v*** r/i^/v^x/Wk (flflx.^ y-^/w x.^;k 

(if^7;v^^x^rMfc) ^ T^/v^r/wr^x/Mfc (Miff. ^o-J^jl*?- 
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^nv^O^^y-^teKi^O^m*^ LTi±, 0!lxJ*> Bz 1, CI 2 - 
BzK 2--hn^v$?JV, Br-Z, * - -V V -T^/l^ Z&m^h 

o 

t>;f 5 Ltli, ^lill Tos. 4-*Y*i/ 

-2, 3, 6 - h V * ^-)V^y^z DNP. ^sV)Vjr* s s*^-)V 

, Bum, Boc, Trt, Fmoc^Mv^^ 0 
[0 0 2 1] 

, 4, 5-h'J^nn7x7-;K 2, 4-yxhn7x/-JK y7/^f;v 
T;V3-;K ^7X>D7x;-;k HONB, N-t: Ku^v;*^ b\ N 
Fn^y7^M < h\ HOB t ) ^iXf^l ^^fflv^^o 
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<< b\ l, 4--7**>v^-;k l, 2-^*>i^*-;i'&£'tf>J:7&#?- 
ffiv><b*L& 2, 4 -v- h n 7 x - 1 7x7- i 
-.x^Vv^-JK 1, 4 - y^ i-J^if^T^Ii:i^JK 

[0 0 2 2] 
[0 0 2 3] 
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tarns tt^&^f <b o 

a) M. Bodanszky &£TF M.A. Ondettk ^T 9 ^- K y>-t^ (Peptide Syn 
thesis), Interscience Publishers, New York (1966^) 

b) Schroederio X O^Luebke^ -9* K(The Peptide), Academic Press, N 
ew York (196530 

c) juM&ciiiu vitawimtfm* %mm (197530 

d) ^mmm axxmrnvt^ &tt&mmmm u ssk^^iv, 205, ( 

197730 

e) &Att9uefe wmm&^msk mm ^y^v&m itamm 

tit* R&fc&Mi&0mm&> mkn* m$mm -m% • *7A^D7b^7 

# ib fitz^it* &%i<D-%m kx^> xmm.mz.mm- zzt arc § a 0 

[0 0 2 4] 

OFPRL 1 Sr3-K-t*«*BB^J (DNAif;«RNA, #f2L<JiDNA) 

Ttt, ^HiOFPRL 1 *3- K1"&DNA, mR N AfOR N A-C& «9 . ~ 

ftRNAifcUDNA : RNA0^7 , V? Kt?<>J:v\, 

(1"fc*>*K a-KSft) 7>f*^H Ctfcfc-fc, ^=r-K 

§1) t*oTUv>o 
$^FPRL 1 Ki"^>5K';^^lx^^K^fflv^T> «£lf, <2r£no 
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mj&m&wn mvcRt^^mi 15(7). i997SB«o^fet^t±**ncmc 

©cDNA7-fy7'J-, ^DNA^ftitU^o 9 -f U -fc^i" 

iWftoTUv*, ±fBL£« *)totalRNA£fcttmR 

NAM:fr : S:fiMLfc&<7)£ffiv*TlS3gReverse Transcriptase Polymerase Chain 
Reaction (&T\ RT-PCRffcWS) ± oTi#iprf& £ & 

o 

*fc»fcfi. *3W!Ol;hFPRLl*3-mDNAtL-Ctt, fl&tf, 
E#l#^: 3-CfE*?$*t*tt3ilB5IIS:^i-*DNA^ t tz HWM^ '. 

?d&*ru wmt^\ 2^t>zfr&T^ ;wmwb%z>t hFPRL i tm 

*§&W<07? hFPRL l*3-mDNAiUI^ #!)xJ;£> E?!!** : 
5T*b£*L&^E?!J£^rr&DNA. * tz fiE^ll^ : 5t?^b$*L*ffi 

@B^J#"^: 4T?fE*?$tt&T5/ljSBB^?>**9y hFPRL 1 

^-^S^^n- K-t^DNA-eabtLiWttO'bo-e^.tv^o 
*HW^WFPRL2t3-Kt4DNAfcLm ftlxJ^ E?!I#^ : 

3fcE?!li:^>f * > i; >^x>b^#T^W7*'; *W X-*"*&a&E?iJ*^rU 
Wffltt I 6-e^$tL^T^ymiB^^^^>^^^FPRL 2 fcHRftKR 

E#l#-i§-: 3. E?!)#^: stfzitwffltt: 7-c&t>zti&&&m&\b»>( 



tttiE#2 003-3103289 



2003-191359 ^ ^- v I 36/ 

7*'; ^ Xtl-SDNAt fli&tf. Sfl^!l#-^: 3> @B^J#-^ : 5Ztzi* 

Sfi^iJ## : 7T*b£*L£^Ifi?iJ£:£j8 5%&±. L<(i^j9 0 %J^±. 

[0 0 2 5] 

W&Wffltottm&lt^ fflRItttfitr^d'UXANCB I BLAST (Nat 
ional Center for Biotechnology Infor 
mation Basic Local Alignment Search 
Tool) £JBv\ £TFO^ (#§#<g= 10 y ; 7 4 )V9 D > 

^=on ; 77f^nr= l ; ^77f^37 = -3) uTtf-*-*-* 

. ff A ^lx^-j.^ — • ^n — —yy (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) fc|B*W>;£tt& ^KflfeoTfrfc 7 

iM^hW^xyh^ftl^ ^ilf, tbV^AiS^l 9-4 0 
mM, Sf £ L < i±&J 1 9 ~ 2 0 mMT\ 5 0 ~ 7 0 ffiL<liife6 

0-65 "COM^/Tto ^ h U VAmStlfiib 1 9 mM-CfiM 6 5 V 

DNA*iT*«fflv*t,tLSo 
E5!l#^: 4^frS;ftaT$y#E?!l*&&*9 3> hFPRL 1 K1" 



tHIE#2 003-3103289 



12 0 0 3- 1 9 1 3 5 9 A ^- v I 37/ 



$»FPRL 1 fcn- Vt&VKAVi&mmo— ttzitmDHAt 
[0 0 2 6] 

##&93Kt£x.{;^ FPRL 1 it^^mMt fcl±$&S*r|fi#1-* £ t (Otl & 

r>^-t^x • xvzzv-z^r mm.) ^n-wtL-^ $>%>^i$&:Mz 

fifz FPRL 1 K-r^DNA60m*@E^iJ1f^^o*§|^tfL, ^J&L?£ 

o fH^'J^^WK (^m) tt, FPRL li&itt<DRNAt^4 7V 

yjx-t&zttfx^, A<D&mttz * mm-? &z.h &x § & #\ 

*4HiFPRL lHIRNAtOfflSf^ffl^UFPRL 1 itfs : ?-£>f&3l£ 
Wf-iflinitj&'tiio FPRL1B1RNA $ *LftIE?!l £*H«W 

V * * K, fi^FPRLlffilRNA h#H6*J tC/W f V ^ 

& c t ^-e § 4 # »; * ^ v*?- K«\ &#m& X tf^fF P R L 1 liSTO 

*n\ m.mw.mttzimmt^.^Y' m&m) tor^x mi&-rz} tit, 
%9v**f-Y mm <Dmnttzit^<Dmn^hmm^fi^^^>^^^ 

K (m&M) 07^i^lf^tTV^ 0 FPRL liH£^05' ^7tf> 

3' i;<'r/Kn-A|(«, ££t>*3' «A7t°yjv-ywi iv^I^t 
LTS^L-?^^, FPRL la^rtOjPffiTft^fllWt^Mfcfc LT^Ld^ 

O 

[0 0 2 7] 
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12 0 0 3 - 1 9 1 3 5 9 A : 38/ 



t T v> £ # ^i/V-FZtV*?- K> D - u * fc-g^r ttv^ *° 

tziim^^m^^-r^^rOm^V^- (ill, i*°U-7-(iDNA^RN 
NA, 2:£iIRNA, 1$IRNA, $?>t:DNA : RNAM^'J >7 K"C** 

* * k a % tzmuwfem £ fix v> x x < „ m k if, i m iek±<Q7km&&^ 



ffifE# 2003-3103289 



2 0 0 3 - 1 9 1 3 5 9 ^ ^- i? I 39/ 

[0 0 2 8] 

^^TVf-fc^'^V^^WK (%0fc) RN A> DN A> 
v*fcMfc«i3*tfci&gi (R N A> DNA) T~$>2>o im* *tfe«BlO*flcOT i: tt 

id bT^tiMH&$Hfr^&#Kfcfc*L-C:fe»K 0Ox.«rj. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Croo 
ke et al. ed. , Antisense Research and Applications, CRC Press, 1993 

-k =i-)\,m.%¥) &mfbti& 0 iH^ton^ ^m<7>3' »**v»«5 

*W£E1E$*L;fc** ? :/J30^T\ RN a s efcifOJ* 
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2003-191359 ^ V I 40/ 

(Dmm.&zm^rm^z z t&x%2> 0 mmm^fi^^^^m^rnxmrn, . 

*§&W<7>tfV V*^YKM't2> s i RNAii> FPRL 1 5:3- K-f&R 
N A <D— U t ^ tUdffiffift & R N A Z^-f & r mil R N AX& h 0 

s i R N Afi> 2;%\<D^m (#!k Nature, 411*. 494JI, 2001^) t:fCt, 

F P R L 1 ^ 3 - Kt5 R N AO-f^t^tS 'J W A (i, <&&<D^m ( 
#!k TRENDS in Molecular Medicine, 7m, 221M, 2001^) ^Ct, ##PJ?> 

<j^M A£>@S?ijO-gB£FPRL 1 K-f-^RNAO— ^tcg^i-^i ^ 

K J; oTi!bt1-& FPRL 1 Ki"S RN AO— Ut LXl* 

[0 0 2 9] 

*§&W <OUfr^ K * 3 - K-f & D N A t L T 12 > ±12 L fc##§13 Ogfcfr^ 

OcDNA. ±SBLfc*IHII& cDNA?>f 7? V ^DNAOV^ 

J& • &MU ^mRNAS^^PUL^^OtrfflV^TiS^Reverse Transcriptase 
Polymerase Chain React ion (WT, RT-PCRftt B&^1" & ) £ J: o T 4MB 
-fad £4>T*§£ 0 



ffiSE#2 003-3103289 



2003-191359 ^ ^- V \ 41/ 

t^DNA«tiE^Jttt-5DNA, £fc*± (2) tiffltt I 3> 

# : 5 i tz : 7 -QWo £ i£*@s?iJ tA^fr/yx^f 

: e'^fcStlST^yiffi^i^FPRL 1 (HhfifFPRL 1 
„ 5y bfi^FPRL 1 t£{i^*FPRL 2) fcHRtofc Bf©ttt (01k 

-mDNA <D^^m.mmn wsdna* v> *l* 0 

VNXtl^DNAt LTf±> 08*. If. E#l#^: 3> BfiyiJ*^: 5t^tiE 
: 7 T^t> $ *l£ t%)85 %&_t, if £ L < »±ft 9 0 °M _t> J: 

JS3feBByiJO«rai4l±^ ilHttlULTA'^XANCB I BLAST (Nat 
ional Center for Biotechnology Infor 
mation Basic Local Alignment Search 
Tool) fcffiVN SkT<D$kft (M&m= 10;^7 y&ttl" ;7^H'J> 
^=0N ; 77f737= 1 ; ^-77f737 = -3) ^Tflit^it^t 

[0 0 3 0] 

3js:^OFPRL 1 Sfcti^OgP^y^K (J£JLl\ **^FPRLlfc« 
IE"t &^3&*&&) fc^Kn- WDNAOi'D-o^ti: Ltli, 
FPRL1 0«P^»*iBy!I «r*-T NA^'fv-^TPC 

FPRL 10-^-SVi|i^^3 - Kt^DNA|fJt^L<l±^DNA* 

o *">f 3 >O^T?*«±. fllx-if, tV^a5-'^n-->^ (Mo 

lecular Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press 

, 1989) Kiamo^&^&ctfco-prT&d ttrns, tfc, HTm^-r^ 
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2003-191359 ^ : 42/. 

[0 0 3 1] 

DNAO:£g£RyiJ<0**tfe*±, PCR^&ftO*y K Milt Mu t a nTM 
-super Express Km i) ) , Mu t a n TM-k 

Mm (80 ) ODA-LA PCRfe Gapped duple 

Kunke I irogflE&fcl^ft** v>ti-?-*Lt> £9 ti^icfto 

^n->>fk$tt^FPRL 1 K1"&DNAt±BWJ-J: fJ^-Ot £ 

£3* *^fIJ^MIR^-±3 VZ/t LTOTAA, TGAlfettTAGttU 

^WOFPRLl^g^^-Ji, (4) *3&9!©FPRL 1 * 

n-Kf^DNA^'bgWtnDNAiM'^ljaiU (n) ^DNAgffJtS: 

[0 0 3 2] 

LTte, :fc0&«fc3fe<0:/9X3 K (flU p BR 3 2 2, pBR32 
5, pUC 1 2. pUC13) > ttMfi5fe<0:/?*S K (fiU pUB110> 
pTP 5, pC 1 9 4) „ ^6*7^7^^ K («, p SH 1 9. p SHI 5) 

, ^t^j.n^-f & ^oifct^ & t'o^ pAi-11, pXTK p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o^^»^^ 0 

itltfflv^Mlt SR ff -/n^e-^- N SV40^n^-^-, LTR^ 
n-^-*- N CMV^n^^- H S V-TK^n*-* fetus 



ffiiE#2 003-3103289 



12 0 0 3- 1 9 1 3 5 9 A ^- v *. 43/ 



O 

4 Lv> 0 ^xyx'J fcTJSBt?&&*§^i±. trp^n^-^-, 1 a c 7" 
o^e-^-, recAyot-^-, \ P L ^n-^- * lpp^nt-^- 
£ ^ri*> a^^^m^&ait^f^ S P 0 1 -/o^-* - N S P O 2 "7° 
n^e-*-, penP^n^-^-^^ a±ri*S£#T~ab&^{±. PH05^ 
n^-?-, PGK^n€-^-, GAP^n^-^-, ADH^D't-^-^ 
WIL^o ^£^&«^&&*§^te> jK^KT/^-^-, PI 

[0 0 3 3] 

^'JAfi^^t^K SV4 0WJ^> (&T> S 

V40or i tmfo? &) *^MUv^^»^it^t 

jl^-*- iLTii, y H Kni^ljcif (J^T> dhf r 

£B&^£J§^&&) C^VM^-tr-h (MTX) im] > T>kfv 

9 ^j&l&fifc^ (J^T> Amp r tiltt^t^^) , :>>ihi£ii 
^ (JSJIT. Neoi £B»1-&^/^£&> G4 1 8fth£) ^> ? Wb*L&o 

CHO (dhf r") «£ffiv>T d h f r - t It 

RON^*Mi-#iin1-^>o ii^vx'J ^T^m^^-Si^ P h o A • 
^;VgB?!k Omp A • ^^VIB^J&tm a£^f-;i^mm-?££i|r£-S* 

> a-r^-y • v^/hbeu -9-7*?- u v> • ^^ge^ t**K 

[0 0 3 4] 
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2003-191359 ^ ^- v : 44/ 

xyx'J TJSmo*#^lI £: LTfi> ivi'J t7-3'J (Escherichia coli 
) K 1 2 • DH 1 [-/nv-vV^X • • *f • "f va-f ;V • T#r*$ - • * 
;/ . if>f;r.>v^X • • if • o.-jr.;*jr_- (Proc. Natl. Acad. Sci. US 
A) , 6 0%, 1 6 0(1 9 6 8)] , JM103 - TisyX • V 

if-f- (Nucleic Acids Research) , 9%, 309(1981)], JA221 C 
— • flU • ty-^l/^i^- • tny- (Journal of Molecular Biolo 
gy) , 1 2 0%, 5 1 7(1 9 7 8)] , HB 1 0 1 [3> • *7 • 

ay-' ^Mtny- 4 1t, 459(1969)], C600 Cv^*"r<* ? 
(Genetics) , 3 9t, 4 4 0 (1 9 5 4)] ttZWm^hfLZo 
s^frxm^tLXte, Wx.ti, /IV-JUX • X7f;^ (Bacillus subtilis 
) MI 1 1 4 2 4%, 255(198 3)], 207-21 C^-^f 

(Journal of Biochemistry) , 9 5%, 8 7(1 

9 8 4)] %¥&m^htl2>o 

£ L"Cf3\ x. {f ^ t7*n7^^ -tr V ~> -i: (Saccharomyces cere 
visiae) AH22, AH2 2R~,. NA87-11A, DKD— 5 D> 20B- 
1 2, v Vif y^nvfW (Schizosaccharomyces pombe) N C Y C 

1913, NCYC2036, k?*T ^UhU (Pichia pastoris) 

[0 0 3 5] 

3fe*MbHBIfe (Spodoptera frugiperda cell ; S f *BJ&) » Trichoplusia nitf>4" 
IftMG lfflffi,, Trichoplusia ni^^Pfi^OHigh Five™*IH^ Mamestra 
brassicaefiJfcOlfflJ&tfctiEstigmeiia acreafi^O^B^^ if^JEv* £>*l£ 0 ^ 
>f ;V^^ BmNP Vo^fi, S&3M*'ffc» (Bombyx mori N ; BmNtt) 
*W s fflv^tL* 0 MS fitetLTli, flflxJf, Sf 9« (ATCC CRL1711) 
> S f 2 lffllfe (m±> Vaughn, J.L. <b, > • *V (In Vivo) ,13, 213-21 
7,(1977)) bmm^btl&o 



mtE#2 0 0 3-3 1 0 3 2 8 9 



2003-191359 Q ^- v : 45/ 

sa^l-cw^ #>r 3oajA*^*»fflv>?,tL4 entreat *>f*-*- 

(Nature) , 315%, 5 9 2 (1 9 8 5)) o 

itififcltli, Witlf, t«COS-7, Vero, ^W--X/n 
A^^-»JSCHO (&T> CHOHlMSfcn&fB) > d h f rS^B^ft'f- 
-X;nA^^-«CHO (&T\ CHO (dhf r") »^iB&|B) > "^^^ 
LHUft, -7^^AtT-20, t^*^ -xn-TjMu -5? hGH3, tfFL 

[0 0 3 6] 

Proc. Natl. Acad. Sci. USA) , 6 9t, 2 1 1 0 (1 9 7 2) (Gene 

), 17%, 107 (1982) ^mztm^m-^x^d i 

o 

;Wyx^T'f7^ (Molecular & General Genetics) , 16 8%, 1 1 1 ( 
1 9 7 9)%t^ZtZmO?imzi&'orft* > ) ZttfX"%Z> 0 

WmZJ&Mtf&lr&tei*^ mx.it. * v vX • 4 > • xvtM^eny- (Meth 
ods in Enzymology) , 194%, 182-187 (1991). 7 p nv'-^> 
^X • • -if • ±*s3i-)l> • T#y*^- • • t'fxyy^X • • *f • 
j.-^;^- (Proc. Natl. Acad. Sci. USA) , 7 5%, 1929(197 8) 

o/Technology) , 6, 47-55 (1988) * ^»C|B*0^rfttCfl6oTff * 0 

263-267 (1995) (^PttUff) > Sf-fnn$?- (Virology 
), 5 2%, 4 5 6 (1 9 7 3)t:fE«^Sl:f otft^U t^ll»o 
uOi^ta^ FPRLl&n — Ki-^DNA^#Wr^)f&m^^^-T^ 
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£jpM 2003-191359 ^ ^- v : 46/ 

, m*.lf, ^;vn-x, mh'J'A "5T^tt». ^a«ffc£\ S*iBfcLT 

^JDUUW WpH(ill5~8^ tv^o 
[0 0 3 7] 

/^^^•tfM9^% C^7- (Miller) , — • • * >y 

• j V • lx 3r ^ — • zfx.^'T j y 9 x (Journal of Experiments in Molecu 
lar Genetics) , 43 1 — 433, Co Id Spring Harbor Laboratory, New York 
1 9 7 2] #jfiU> 0 £££&3?KJ: *) 7*n^r- * J: <f&tfM2r&£a6 

3£--f>Ky;v r*y/i/i*oj:^£&#jfcinAa£fc:a*'e§& 

o 

te^vx'J \L TlfOf^ itSgteSHr&J 15-43 3 - 2 4 

mmim^m 3 o - 4 o ^-e^ 6 - 2 4 WFisff * 

(Burkholder) [Bostian, K. L. yni/-i?y^X • t 

•x- (Proc. Natl. Acad. Sci. USA) , 7 7%, 4505(1980)) ^0.5 
%%4f*sm*&G't&SD1£M CBitter, G. A. • *7 

• if • tvatJV • TiJ-T^ - • • *)ry( J-yi/J X • *y* • if • jx-;r..xjr_ 
- (Proc. Natl. Acad. Sci. USA) , 8 1^, 5 3 3 0 (1 9 8 4)) &&lft> 
ti& 0 ^JfeOpH»±jfe5-8HWaEi-«O**»4U^ 0 2 0t:-3 
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^^m. 2003-191359 ^ v : 47/ 

[0 0 3 8] 

ace's Insect Medium (Grace, T.C.C., (Nature) , 195, 788(1962) 

w P Ht^6. 2-6. A\z.mmirz><oim-£ lv* 0 i&mtmi&M 7tt* 

*&3~5 HW?r*v\ ^l:j£.CTl^i#^j]Dx.^o 

-2 0%<7)M^JflLvt*-^tfMEM^Afe (t^fx>^ (Science) , 12 2i, 
5 0 1 (1 9 5 2)] , DMEM^i (^nny- (Virology) , 8%, 396 
(1 9 5 9)] , RPMI 16 4 Oigtffe [>> ^-^V • • if • 'J iJ > • 
^ 7*-f iJ )V • 7Vyx-y a > (The Journal of the American Medical Associ 
ation) 19 9%, 5 1 9 (1 9 6 7)], 1 9 9^* {fu v- V>y • *7 • 
■if • y^^r^T" -f • 7 * - • ^ • >H )V • ^ 7*>f * ^ (Proceeding of 

the Society for the Biological Medicine) , 7 3%, 1 (1 9 5 0)] 
m^bfiho pHttft6~8T*&<07&*»S l^o ««t±a#*&3 0-4 o°cx* 
^Jl 5-6 0R5Wrfcv\ M^CTa^t#*SDi^o 

RL 1 ££j£-£L#4£i:;&*"T?§&o 
[0 0 3 9] 

±fB#»^k:£3&93<DFPRL 1 «r5MH»»i-*^li^ TfBO^ 

„ u y*f - - a & i if / 1 tz im&mm & * o x & v» »±»iii& £ l 

*toM***«fc: ifJFPRLl <D®.Mm%LZn2>1j&:%: if#ltflv» <b 
10 0 TM& ^(D|fl®fete£lJ^f tL-CV^T "b «fc V^ 0 t&m%L*fc F P R L 1 
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Q^m. 2 0 03 -191359 ^ i-Z? : 48/ 

3t&> ^i#f&> K#.5»^ <fc s d s v r * v ;vt 3 k$* 

[0 0 4 0] 

^ < Lxnbtiz f p r l 1 immfc-vftbtitim&Ki*^ 

^h^vv, r;v^-;v^> K^7°^-r— fe\ .7"nf ^>4t-b*> 7')3y 
tf>< LXfkm?2>*§&W<DFPRL 1 Ofel&Ji, tlU'jr/K (FPRL 

[0 0 4 1] 

*»^FP R L 1 KMt&fam*. *ISMOFP R L 1 «rB»L»*fit#"C 
[0 0 4 2] 



miE# 2003-3103289 



2003-191359 4fc : 49/ 



**ig#2b*v>f±fifl^ SWEIBtkfcKft^Wo S^fcRLTKtfMfi&tBfc 

4uu^o K#tta#2~6a45miiii*o % tt-2-i o ®mmft%t>tiz> 

O^*- (Nature) , 2 5 6%, 4 9 51 (1 9 7 5^) ] £fl£v»5fcjg 
nit^lio tt^mSUi: LT(4, M£t4\ ^'Jxf (P 



,fc LTt4. Mx.i4\ NS-1, P3U1, SP2/0*ifW?> 

WLi^mmmmmtoutL^itmiti : 1-20 : lgs-e*^ peg 

£ L < i4. PEG1000-PEG6000) 10-80 %3SE<Z>ift£T?8s3jn 
S*U &J2 0-4 0t\ 0f L<i4^j3 0-3 7t:T^l~l O^V**^ 

[0 0 4 3] 



ffiiE# 2003-3103289 



^^m. 2003-191359 ^ ^- v : 50/ 

mm&~wx<oWi&, tt?*xft&ru7v >ttoto#m^t>*-&) ttzit^v-r 

&v> 0 1~20%> $f 2 L < it 1 0 - 2 0 %04 t I6MLVf Sr-a-tf R PM 

116 4 Oi&fll, 1-10 %04^BJfiLVif £^trG I (»3fe*t*I* ( 

80 ) ttii*^>f7v F—vtmmmmmt&M (sfm-i o i> htK» o* 
) ) ^Mv^-w s -e^o itssiaseti, if 2o~4ot:> «F£L<ttft 

3 7m^ 0 *««FWi±> 3i#5B~3ilF^ &tL<l*lMffl~2Mm-e$> 
[0 0 4 4] 

(b) *y^n-t^»il 

m^mh&s («, deae) jBa^ft, 

[0 0 4 5] 

OK y ^ n - ^ /H&fcflcofER} 
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2003-19 1 359 ^ ^- v I 51/ 

^tSWit^iSoiill ft&JftlS (FPRL 1 5j\M) 

T^^IKMU jfeO. 1-2 0> 1ftZL<i±%)l~~5<om&'e*yfrZ J tt2>-% 

#j±. ii#^2~6ii^niiii :t ^> ti-^3 ~ i ommmftfto zttfx~%& 0 

ftt L < \*toMfrb$m.-tz> ii^-e^'o 

o 

[0 0 4 6] 

#3193 of prliv^ kmu e?ij#^ : i , E#)#-t : i7i ^»±sb^j# 
-*§•: 2 l^^tt^T^y^iB^ltR— £ fcii^SCtofciig— <^>r ^ ^mie^Jtr-g- 
*f K% fttL< itm&m-W : i ^ : 1 7 *fci±Ey!l#£- : 2 

1 -cts $ & r s y &e?ii t m— t fz itmM&j k r— o t> / bre^i** * & ^ 



mSE# 2003-3103289 



12 0 0 3- 1 9 1 3 5 9 A v : 52/ 



FPRLi'jr/Kii, h^fc bzBjfiUHi'ft (Wx.lt */we?K 77 h 
„ t^*. ^9fV, 79. t y ~>\ ^ (Mx.it 

JHHIDJ&. »«eJS^ ttSfflft, ^'JT«, tfKim, #fl»> 

mm. ^>y^>^mm. m&mm. ±mm. n&mm. mmwmm, mm 
mm. mmm. mtmm, %wmm m. ^077-^ rmm, Bmm, i- 
r*.7)i>*<7-mm, mmmrn, t&*m, wmmm, &m.m, mm) , mm. 
mftNuigu ffc#«> #*m&. #^mig. «fe#«Bua. ?u&m. i>L<&mnm 
m, tfci*zfit>mm<7>ta®mm, mmm*>L<te#>mmm i>v<\±ztit> 
nmvkifitt+zibhv&mms Mx.it m. mv&mt. m. mm, mm.®, 
■xmmmm, mm, nm, mrm. mm, *m) , rmfc, 

w, mm, wm, rau mm. w, mvd, itm, mm. m®, m 
, mitm m, *») , mm. >tm, mm, mm, mmm, mnm, mz. 
m%, mm, mm, mm. *fcm*i?Km&r&#v'<'7 

[0 0 4 7] 

[MM&ttzm— J tliFPRLl'jr/Kom Mx.lt FPRLl^ 
fr&o ^ft y^i: Lrii^V v>> -feW. *V:t->\ y^f^f 
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[0 0 4 8] 

mm^- : l . mm^ : 1 7 *fcttBBfll#-9- : 2 1 -cottars 
. rnrnm-^: 1, E?iJ#-s§-: 1 7l?tWJff : 2 iT^$^&T^ymiB?'J 

ic0$ t < i,m 9 0 t^iL<(^95 °M±?>mwi&z^-f & T $ 

T^ymSB^JOti|WItt{i. ffi|W|tttf#T;vm;XANCB I BLAST (N 
ational Center for Biotechnology Inf 
ormation Basic Local Alignment Searc 

h Tool) &fflv^ \>xr<D$kft- m&m= io;¥t y ?zvrt ;v>'^ 

* = BLOSUM6 2 ; "7^ 1; >^=OFF) KTfmi-£ £ t^t? § &o 
±|BOHIf«lHrajtOflH£ (ttK) fcLT«\ Willi K?!l#-^: 1> @fi?<J# 

-*§•: 1 7 tfcJiE^j*^: 2 it'^^75y»^'b^^FPRL 1 

> KOF P R L 1 ^<0*ir£fim. IBJfert V^/lHSatfiHk tffcifcgflMB ^rt*^ 

@H^iJ#^: u IB^!]#-^: 1 7 ttzitwpm^ : 2 1 -cottars y 

BRE?!li:2ljr«fc|SI-<0T 5 SWUm*lS#rtZ> F P R L 1 V K t LX X V 

a) EE?iJ#-5§-: i> E?!l#^: l 6. 17,E 
: i 8, sb^ij#-^ : i 9. @e^J#-^ : 2 o, ESW-^ : 2 l ifciii^t 

2 2i?t$^7 5 / m^ji 3 ^ i i^(i2i»± m^i-smmm. 

$f$L<iilf fct±2ffl) (DTSSm&K&LizTSSmWffik b) Eyo#-^: 
l . : 16, E8I#^- : l 7 . : l 8 E#!#^ : l 9 , E?!l# 

t: 20, E3W^ : 2 l tfciiESW-S- : 2 2-e$LZ*i&T§smB£Wte 1 t 
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UPL^T^/m@s^ c) E?y*H§-: u esw-^: 1 6> Eai#*: 1 7> e 
: 1 8 E^l#^- : 19, w&m^ :20. e#I#^ :2U to±wsm& 

jL<ttii^ii2fl) 075; mot ^ y arcitjfts tifcr ^ y ®*E?!I> 

* £ ti d ) *-*t h <OK&: • #Un • tt^^a^^^^r/v: T 5 / SHE?!!* <b 4: & ^7" 
[0 0 4 9] 

4 fc, FPRLl'J Kfcli, ^fi07 5 7 fll«>IMR JiOgl&^it^ 

ZhK^ FPRLl'jr/KPt £Oi300N*»£fcl±C5|e»fc£ , fc.xt: 
1—7 (tt^ffttttt) fc*9$*«*Ofl*'r/^KEfll FLAG 
> His^^ HA^^ HSV^^if) Sr^rtTV^^O^-g-ttL^o 

fprli'j Kt±> ^y^- KaiiBo«^jc^oT2Ea*«N*a cr 5 ; * 

s») > ^ag^c^s* (#;w*~*v;v^) IB^JS-^ : 1 -cottars 

(-C00H) , #>M***>1'*-1» (-C0 0-) , 75 K (-CO 
NH 2 ) ifcli^f^ (-COOR) -e&^T&iV^o 

ii-C^-r^lc^lt&RfcL.rii. «x.it xf^ n-yn^ 

, ^ v -/n t°;v i{) L < ii n - 7"f ;vf o C i - 6 7;^^i> 0fx.tf. v?n^ 
v ^ d Ajf yjvf^c 3 _ 8 n7;v^ Mkii, 7x-^, a 

-;v-C 1-2 T^^att L < li « - t7f )Pf ©« - t7f^-C 1 
- 2 7;^;VifOC 7-1 4Ty)V^)Vm<D^\ BUM^-XT^t LTiUffl 

FPRL1V ify K#*C^m^K#;V5K*~>;v& (f ^{i*;v^^-> V- h 
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[0 0 5 0] 

g) or ^ /^^ftttft (#!lxJ£, i _ 6 

^;H<0Ci- 6 7y;vil) T*«K*tt-Cv»s &#rt-eiJDWrSft-c& 

bfcv*;b*9> y ^t 9 ^ K^o*S£-# y K> C Mffiv 757 

m^*^#0$ttTv^^o^^^-ttt^o #^ N*so^ft->^i«7 

AftlftKfi. FPRLl'jr/ Ki: LTMU 

(1) N^<^^^^^->^*^;v^Ml:$tLTv^@e^j#-^ : i-e^fc>£*t 

*7Sv'BftE?!ltf><b$:&:/*SlFPRL 1 y 1SV K (P3), 

(2) N*«<7)^^-^^ ;v * Mb $ *ir & E8I#^ : 1 6tft>$ 
it* 7 5 y Sfcie^ t MF P R L 1 V 5y> K (P3) . 

(3) N^ao^ft-vas^^^^ftSiirv^E^ : l 7tf^t)$ 
*L£7* yUE^^^^^lFPRL 1 y IfV K (PI) A, 

(4) N^jKo^^^-^s^^^Mk^ttrv^E^l*-^: i 8t^$ 

*L&T^yf^J^<b&&7*MFPRL 1 y K (PI) B, 
tL^T^ymSB^J^^^^ti MFPRL 1 y JtTVK (PI) A, 

(6) N^yft- ;v 5 Mb §*irv»s : 2 0 -r?^*> $ 

tl2>T$sm£&]frb%2>K MFPRL 1 y tf> V (PI) B> 

(7) N5jc»o>f-*-v353fe^^5;Hb$*LTv»*E^J#^-: 2 ir^$tt 
&75/mE?iJ^<b&£:/?MFPRL 1 y # > K (P4) , 
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( 8 ) N5fc*§o * f - * - ;v ^ Mb § *lt v> * : 2 2 -c^s tt 

J WMffiffi bt£2>t MFPRL 1 VifyY (P4) , 

(9) N^O^*->^^*;V^Mfc£*L. C*^^VO/fy>W 

1 vify K (P 4) , 

(10) Nsidio^^-^-vjsat^^^Mkstu C^^Vn^fy^i 
^f5$ttTv^se^ij#-t : 2 2-c^^tL^r^ Mfpr 

Ll'jr/F (P4) fc*?#fiP£ L<JBv><b*L& 0 
P 1 lif h^a-AB(7)N*^f K^iitSo P 3 33 JctfP 4 f*^ h * 

SMC ^OFPRLl'J^fVKtLtli, tff&Lfc r@£?iJ#-^ : 1. @S 

fc^f-K (fcrtfU ^f'J7fi*©*;V5;H^^:MLP, N*** 1 *^ 
5Mk$^:NADH dehydrogenas et^li^^^fK?: 

®#2~5 0«, &f Kli2-2 Oit^So 

FPRLi'jr/Kottfcim &m&ftiKvmzti&wt. (flu &ml 

ynet^, 7v;ve vw^i; ^^m. seat, »; 
>^ eat * 9 soj£>x)v*>m) bam?** 

[0 0 5 1] 

FPRLl'jr/ K»i. Ttfr&Lfcfc hiajflHfr%0«a)!&f fclittlfcjfrfc 
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y&j&mKm cxmrn-r^ zt^-?zz> 0 

FPRLPjry KJ^IW75 KftW-g-JjfcKJi, ilHtlUSfcO* 0 '; ^7"?- K 

^Mtfl^ t: Kn*~>^ K'; /ur ^ >mm, T ^ S * ^-^M 

Jig, 4-^>y>t^y^>y>7i^-;i/||, 4 fM>Xt KV ;VT 

^^T^^^T^ Vmm, 4- (2' , 4' -y> ^y7z^-li 
Kn^rS/^f;V) 7iy^rV^J3i. 4- (2' , 4' -yVK'>7x-^-F 
mocTUxf^) 7i; *^#Ji^£&*f&£htfs-e£&o £ O J: ? &#J3t 

-fSKfcfcLTtt, DCC. N, N' -^y7 , nh>^;^f ^ U\ N-J- 
^;i/-N' - (3-^W^7 , D'j;i/) *fl/^5K*#fflv>f>*iSe 
itt^lci^i&^b^ii^-fe^^^WJ (fllx-tf* HOB t ^ HOOBt) 

HOB t^^-r^&^v^iHOOB t^J*-r;V£: lt$)f>^Ci6§l7^/tO 

[0 0 5 2] 

tbfE#2 003-3103289 




^ppM 2003-191359 ^ ^- v> : 58/ 

„ N, N-^WWT5K, N, N-*^f ^7"t>7$ K, N-;*?^ 
b'J7^ox^/-;vf(57;V3-;vi, ?-;v*;i/*3r-> K^o;* 
•t b - > i; )V, fu Y y b y B^BM ^/K BsBfcx^/M£«> 

1x7 & v> i* c: ft h (Dm^m^-mmm^ h at* „ sisiaffitt *° y ^ -f 
#&-2 0-5 ov<Df&m&bm±m$izii2>o mmtztitzTzsmmmmt 

^©7 5 ylOf iSk Ltl^ £9x.t;f.. Z, Boc,'t-^>W^ 
Cl-Z, Br-Z, 7 f v * ^**-^-, bV7^tn7 

[0 0 5 3] 

* $lx.i£> 7;v*;v«7-;Wfc (fiJxJ^ x.^;k 

3r;i/j^-r;Hb) > 7?Wi^fMfc (0Bx.tf> ^^5?)I/X^f^ 4 — — 
b n^Oi^Vj^T^K 4 b^v^^^V-x^T^K 

*;wfx;i/t: v> bMt. t -7*h^y*;wf-;i/t: K9 5> K4b> b y K 



ffilE#2 003-3103289 



2003-1 9 1359 A t-V I 59/ 



(Ci-6) r;v^/^f^S> ^v^^orn^s, ^w^^-^-v* 

ruis><D7*s-fi'm<&&<DfflgmtLx\^ bz u c 1 2 - 

BzU 2--fn^>^K Br-Z, t -^;V#^Mv>e>tLS 0 

t^f y 5 r/-;K^)f ISt ttli, Wx.^ Tos. 
-2, 3, 6 - > 'J DNP, ^>yW%y^f;V 

„ Bum> Boc. Trt, Fmo c&WM^btl&o 

, 4, 5->'J^nu7x;-;K 2, 4-y->D7xy-;K yT^^f^ 
7;V3-;K b07x7-;K HONB, N-tFn^y^?yU\ N 

-tKD^y7?;W^ K> HOBt) ^xxf^j Wfflv^tt&o 

[0 0 5 4] 

«R3£08fc* (JIM) Ji&bLXi*. mx.tf, P d -HUfe*v»fiP d -Btm*£ 

voumxft%t>ti2>i)K m#mK&\,*xi^ mmx, t-v-;k y^y-;v 

> *-*7— v->k /*9*vy*-/K ^^^^^7^ h\ l 



ffiliE#2 003-3103289 



02003-191359 ^ V I 60/ 

2, 4 - h n 7 x-;i/S«f 1 7 x / - i tt, h'J7'h7 

V-frVm&t LTfflv^tt^,*;v^;v*{i±ffi^) 1, 2-^*>v 
l, 4-7*>i?^*-)vm<DftteT<D^&mz£ZMUm&W-^ 

#7fC$Hb^- h U 7A^t, #T>-^-T^tC i^T^^V^tStCio-C^^^ 
^•?> o 

jffj^BC^p^l-^ £ -ear «b & i 

[0 0 5 5] 

FPRL1'J^K07< K#^#^Sy<^^^LT{i, i;ilt 21% 

^fMO F P R L 1 V 1fy KOT 5 F#&#& - i: § & o 

FPRL 1 V55T> F<DZ-XT)\'i£*n2>fcl$, fflilf, *m^j|7^ 

FPRL1V Kit K^iCtoT fc»b61-£ 

iotU^ 1-&fr*K FPRL 1 'J t#^»^7°f f% t < 
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G)M. Bodanszky &£Tf M.A. OndettU -^7^ K • (Peptide Synthe 

sis), Interscience Publishers, New York (1966^K 

(DSchroeder£ £ U ? Luebke N "9 s • • r <~7 s f- K(The Peptide), Academic Press, New 
York (1965#K 

(mmm$:m, KM^i^m &#(*) (197550 , 

(StfcftteE fcitfflMMfc 5 ?, £4t^*I£ISM 1> *>^»Oft^IV, 205> ( 
197730. &£Xf 

tin, ZLiBmimi^ommm, mm. mmmm •i^-*7A^7^7 

y 4 - • ifcfc* n-7 h ^9 "7 4 - • S^^^a^^^rT^:^^^ 1 ; ^7°f- 

fprli'j vi,zmr^mmt. *hwofp r l 1 tcM-r^^tra^ 

LTiSBi-f & i t **-e # & o 
[0 0 5 6] 

FPRL 1 'J >yv KttM^^U:S4Ltv^ i t ^?>, FPRLI'J 
tf^K, FPRLK FPRL 1*3- DNA (&T\ ^ODNAi 
(MB**- . FPRLl'jr/ Ft fc*±F P R L 1 tcWi - *^ 
T\ ^IIWot/L#i:B&IBi-S^^^) , $HiODNA^1;*T>f-b> 
*DNA (J^T> *HKOTVf"fe^DNA £H&f&-r&Jir^ s &&) f*> J^T 

( 1 ) F P R L 1 <D«!B^icWa^aSfe&O^I* • i&fc#J 

FPRL 1 F> FPRLl4fc»4-€-*tSr3-Ki-**V^^l/*f-K ( 
DNAf) XiLtv^i^^v^iiMl^f 

IfcgHJU 7^V>* (Addison' s disease) > g B&S1£?£lfiLt£^;jfiU ^^tt^ 
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B Wz-iS. TW^-v-m. ^-^r>V>^ ^MttfiBM^t^ (ALS 

) , ^jxmm) , mm^ m^m, mm^ («, mnmmvw?-. mz&m 

80 . IfeSttJft^H («, ?u->m (Crohn* s disease) , tWtfc»ifc) , 

&m§EMm& (Ms mm. my-*** k-->*> «ms$o > **v»*± 

HJ:4B?8lR) . aMMItfb& *n>f 77x^h- t^m ^-OKXS^ (00 
[0 0 5 7] 

L7t/6 s oT, 4fltrt(:*v>TFPRL 1 U^f> Ft fctiFPRL l^M^L-T 
i/> F P R L 1 'J )!f > K^4I^ffl^if -C I ^v^ (FPRL1'J**> 

KffcUFPRLl <OK2M) BM-fi^ZWi&fc, a ) FPRL 1 'jr/K$f: 
JiFPRL 1 ^tlfi:^4t, FPRL1 KJ/ciiFPRL lOilrll 

^t^>9. b) (>f) FPRL 1 *3-Ki-4DNASrlSE 4 «l#JCfe#bf&a$"* 
^i^:±ot, &&v»tt (n) ^WW:FPRLl*3-mDN 

0#l*jlCi3lt^)FPRL 1 'jr/FlfctiFPRL 1 ©4*^*0$*, FPRL 

Ufc**oT, a) FPRL IV # > K. b) FPRLlf/:lic) FPRL1 
fca- mDNA^, FPRL 1 VtfV Ki^iiFPRL 1 O^H^HBlit 

:MM<Jfctt> FPRLPjr/K, FPRL 1 Sfctt**?!ODNA»i, Mx. 

g£,!U T*JV>m (Addison' s disease) , S a&^1$?tJfiLl&MU ^Mk^y 
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(Mx.i^> Tw^-v-m; ^-*>v>*, ^siMim®^ (als) 

tt v s y * , ft**tt-> a y * > ^9 AR1£BfcJflL&. ^v^ya^ *e#S# 
) . ^ttAl^Jft (tf!k ?u~-yffi (Crohn' s disease) , it*tt^JI&|fe) > ife 

F P R L 1 U 2T> KtfcttF P R L 1 £±IBi^ • feBM t 
[0 0 5 8] 

e/^wryyi-T^F-)^^^-^ ^13*:^^ ? - teff A Lfc& 

Wz-l£, a) FPRLl'jr/K b) FPRLlifclic) #3&HJODNA 

-t;v^j*^t tTJdnwt-. aa^i** t < te^tivmvm^wteWFmLnz 

Wittf, a) FPRL 1 V35T>K, b) FPRLltfdic) ^iODNA?: 
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[0 0 5 9l 

4fc#J> *x7V >M^*v?A?)J:?&f|ri£ik Vai, 3Utt$ feliiJ-y * y 
coffin &^tr^« (Mx.fl D-v/ufh-ZK D-^>-h->K atffcT- 

3-;V) , # #'JV^>8 0TM % HCO-50 

) 4^fcffflUiJ:v> 0 ?4tt?£fcLTH fflxJl 3*-7^ ^Stofc^JBv* 

[0 0 6 0] 

Jhffi^lfr • f&Staitt, Wilt *t»J yvflWWMffBU 

x 3c5SSU (fUx.fl t VJfo.it 7;^ 3 >\ ^'jxfi/>^ijn-Hif 
) > (0Ux.fl ^V^T^a-K 7x/-^f) , m^lh^J^f 

i o j; d n lt# <b tiz> §m te$&xigM&x&2> <dx\ m x. ti t > ^niii 

SjtJ (0gx.fl v**, ^-9-^ 7v, *3, 
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60kgtU) fc*3V»TI±, — 0(:o||5jO. 1 - 1 OTSJ, Sft b< fi$J 
1. O-SOmg, iOjfJKttiftl. 0~20mgf^o»W4 

LT) Ki3V*Tfi, — HKo§$jO. 0 1 -3 Omg*IJ^ L< *4ft 0 . 1 
-2 0mg*Ijg, £y)m*L<l±®0. 1-1 OmgSJR*»*ftWtCJ:0«# 

T) fc*3V>T«\ — BKo^j&O. 1 - 1 0 Omg, tfrt. L < Ji^J 1 . 0-5 0 
mg, £*)$?;£L<Ji&l. 0-2 Omgt^So ^PK^MtSf^i, ■ 

m -B^ollSiO. 0 1 -3 Omg^Jg. ftt L< JiiftO. 1 - 2 Omg^l 

±*)ift*L<te®o. i~iomg&m*mmmttez) vim* 

[0 0 6 1] 

(2) aw£^^»f#J 

$^DNA^ J: iTT^f-fe ^*DNA&, -fu-^t LXWB't&Zblz. 
<fc*K ^ h t^finilLiii^ ($lxJ;T, ^>>^> ^^r, t7y, ^> 

->v, ✓fj*, -9-;v^f) fc*5tf&##&9§OF P RL 1 t tzteZOUfr^ 

f K^n-WDNAJfelimRNAOHf (M^HKr) £*fcffi1-£££^ 
ffflx-tiT, iDNAJ £i£mRNAOJS0, * WiSERft 

N A 4 tim R N A (DigM & ^ ¥ (OMBF^mn t L 
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l£\ gft^oy -f >^^f 7 'J /^-b'-y s >^ P C R - S S C (y/^ 
(Genomics) , t&5*£, 8 7 4-8 7 91 (198 9#) > -/ttv-v> 
• • if • ^V 3 -ffr • T%T5. - • *y • t^fxyy^fX • • JL- 
•xj^i — (Proceedings of the National Academy of Sciences of the United 
States of America) , §8 6% 2 7 6 6-2 7 7 01 (1 9 8 9^) ) £ 

tfflx. ti\ y -if r y ^-if-y3>iaf)FPRLi onm&T^ffi 

$tL7tf^PCR-SSCP^:i 9 DNAO«I«^^M(t 
^Jilf> PRjgU Tl/A'^-fel ifeg, jfcfimiftgSJiU 7yy>i (Addison' s 
disease) , gBMttflttf Jfil, h —7**, f£-£A/> V 

(Hit J»ffiJfiL%tWttM<0lW*l*^ M&fl*^ « 

^-*vyv^ ft£tirttffi*&fb£ (ALS) , x^XIi) , Wk 

(Crohn' s disease) > ^«M§i£) . ife^140^m (#!i> 1fi»i£> ££ 
n^;7x;H-t3^ V'OVT.imk (#!!> iM h * 2Tn^ -f>7 

— If, y -if 7 V ^ v a > K X «5 F P R L 1 tf>S&§!lf&3ia*$tffi $ 

x.»t fprl i ©^3&^fcfeHi-&a$s,ft-c*** i^i±^**m-f s^rifett 
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* tz, J -fWN^f ^'J^-b-yaVtci^FPRLl Ojft*l|&a*^ffl $ 
tifcSte* PCR-SSCP&KJ^D NA<D«I« $ fLfc^t?abo 
0Jx.tf> «J|.> 7V;^-tl ifc^ttflmm, T^V^^ (Addi 

son' s disease) > le^Witfi, V h ~T*. f£-£A., 

*»mpt# (flix.wr. jismjflL®.OT@s^oji5jflLWit#. ms&^Mi 
-m, '*-*>v>m, mmm^mmmtm. (als) > x.<<xmm) ^ fiun$ 

?u~>m (Crohn' s disease) > *BHfcfc»3fc) , I^EttMf^UBl (#>J> 1*140 
[0 0 6 2] 

(3) *&m<OFPRL 1 (D^MM:ZmkZ^&lk&m-£fzi±^<Dt&$:^1r2> 

mm 

o 

•f ##&9§tiu Wz-&> (i) HWUMfcOa) J«> b) &&<D 

wm, c) m&frb&mi>tz®Mi>L<imm, ttn± go MMtsmi^m^ 

L l <D§&mm*&ik%&&ik&to*fziZ*:<Dm.<DA?V - 
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o 

[0 0 6 3J 

o 

(i) 3E#**vM±jjUBL*'7»^i: MUfLift* (fllxtf. * 
•9-^ 7^ ^v. J:0*#W^»TA/y^>f 

. ISaBfcir) — 5©$IW£iiLfc&^ JfiL$u **v>l4#5£tf>MSf ( 

W^(DF P R L 1 OmRNAIt fl!l;ll4\ 
fttaf)lffif)5^mRNA^}iaiU Wx«> TaqMan PCR4t'^ 

ftfcffiv** £ 4 ») £ fc*«-cs. i^^no^m^ 4 0 ^ -f^T'n 

(ii) **WOFPRL 1 «r«a-r*^JMetftfr*±IBO^rfe^flev^«Lv 

[0 0 6 4] 

^i4. 

^hV^*^Sr^S-5£^IBI«r (3 0^-2 4H#f«> fflL<!43 0^ 
~ 1 2 MAN 4 «9 $f * t < tt 1 B#P»~ 6 B£F«) ^L< t4-5©$W& ( 3 0 
3 Bfc. L < 14 1 H#W^~ 2 B?&> 4 L < (4 1 B*Hlffe~ 2 4 B# 

Km) , t^{4^J^^v^4%SW^hV'^tI^^F^^b^% : S:^#L, K# 
&-5S®mmk (3 0M~3Ht, 0t L<f4lff§«&~2 4«9»t 
t < i4 1 B#|flJ&~ 2 4 B#F^m) > iJli:*t*LS*|&«©FPRL10mRNA 
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(ii) SRe^**^^^^*^*^^^^^*^**^^^*. 

•oftft^fcUTtt. tfijxjf, ^^k, mesc. ^y^Ktt^^ ^ 
it&m, 9m&m9s.' msmmm. iwtui tt*««Mttjiu 

&«fc ttm. ';>bi. ^b7K#m> mm*?) torn, 
w±nm. (Wz-is, mm, *?m, ^netvm, 7v;ve ^w>m> ^ 

mm, ^> 

[0 0 6 5] 

F P R L 1 OMi^iliD?^^ itta^ FPRL1 «r^H-*«WS3W«CfiHt 
1*1 c AM P £J&, iiffljfert c G M P £J3U ^/yf-;wj HHflaiR*^^ 
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2003-191359 4fc : 70/ 



. iill mm> 'JVE J&fbfcSRak «SBfe*if) fc^> * 

(1) #3&^OFPRL lOSEEitt&JiiraU ^OFPRLIOM^: 
^-gllU ifefiEttBR^IB. 7vV>i (Addison' s disease) ^ gSfcft 

jiamjflLXu ! iBffis^<^JKJfiL«*$, wem-m. ^mm, mm, 
mmmmtm (als) > x^xit) , mm^. nte^ («* «tt 

jfiL^E BfeJflL^^ Itit^ay^ fi»>3»;^ 
h^fy'^ya^iil) . i&mmm& &u->ffi (Crohn' s disea 

se) „ m.m\^mm > &mnBmm iti»ifc> jhhk w^n-r k— > 

;v^7^^^7'f^it) , 'tlfiS, ^ojflittW^ flHfe 

( 2 ) *HKOFP R L 1 *HiOFP R L 1 

[0 0 6 6] 
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^pr-M 2003-191359 ^ ^- v I 71/ 

&kuu ri/;v^-^m. &mtmm&, r^y>m (Addi 

son' s disease) , 3£Mfii1$tl> 'J * v h - > S^A,, 

-m, ft53ijmttffl!gff«'fk^ (als) , ^xr&s) > *it& 

a y * , ^14SfcKlL^> b * y * v 3- y * > (M, 

?u->m (Crohn' s disease) > »aHfefc»ife) n 3fefeteW£Jft (flk ttttJRT 

mm, m&mmm. &%&&.wt&mmm (^x) , itm 

jmwrtaaffif^ftifo^R • mmMtLx&m-t&z tires &o 

—^5, m&X& h flZ *§&W ©FPRLl 0»3Ufc 

$**ffc^*;fctt-e-OiaHU $WFPRL 1 0«Sji^tJBH-t&|jlA^ 

^r-^m> jfcgttliU&SU T^V>#§ (Addison' s disease) , 

x.tf, IHffiJfiL&lflHffMojfiiJliL*!**. Kttftflt. MMMK JJ»ffi> 

MtttfisKfii^ (als) „ ^jxmm , mrnak, mmm. m. *«■ 
jtm m, mum. wittvr^, rtiftt'>3y^ /7Aii4wi^ 

h^fy^y3 7«ff) , $&fm&& m> *u->m (Crohn' s disea 

se) , mm^^mm > ifammmB m. mm^, mm. Hf^a-f k— > 
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S2 0 0 3- 1 9 1 3 5 9 ^ v : 72/ 

[0 0 6 7] 

©a^ «e#k mmu mm> ftssw, tt-wwft^i: 

$gpk # 7 * ;v#J ^ ilfQ 1" & £ £: &X £ h mm\ tLtli, Mx.{£, 
ft#k ^77 !J >iv^^->7 AOi 7 «^Pk ->9«k JURifcli^y* 1 ; 
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2003-191359 ^ ^-V : 73/ 

a-^) > * ^te#WMte*iJ (#k #'JV^->8 0TM % HCO-50 
) 4^t#fflUUv>. i*teifci:b-CW\ ^afA* if**fflv> 

[0 0 6 8] 

±e^i» • M«ew»i, «*.ur, r/isssfi m 

T'*, >f^, -9- 

gtU) fc^Ttt, — Ht:o|$»FPRL 1 ^JJi^if flnS-t-Mfc 

/cfi-eom^^jO. 1-1 0 0m g> #f£L<i;£|*Jl. 0~5 Omg, «£ 
«9 #4 t < 1 . 0-2 Omg^So *lnWi:S4t^t^li, *<D 1 0 

, aS*3Wo^t?»±®#CTx.tf. (#116 0 k g t IT) fc*V*Ttt, - 

B F P R L 1 Oim*«r^lHI$-fr&<b^%4 fctt^O&fcft 0 . 

0 1 ~ 3 0 m gflE, &* L < lift 0 . 1 ~ 2 0 m gSft x <t »9 SP4 t < t±» 0 

,i~i omgnm*mmmtK£Q&tt&<Dim&&"e*>2>o momm^ 

[0 0 6 9] 

(4) ^HWOt(fc#S:fflv^^»f^rfe 

FPRLl'jr/ KK#1-&gb#{±, ^l&BJOF P RLl'jr/ KfcEMRWfc 
i fcri*T~£ ^><7)-e, ®.m&tp<DF P RL1V # > KOlfeffl^^lw'ttffi 
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2003-191359 ^ V I 74/ 

*ftW<OFP R L 1 ^M-r^^ti> **WOFP R L 1 &!ft#WfcE1£-r& 

o 

^Ts *^FP R L 1 iZtt-r2>&itZm^& F P R L 1 O^ifti:ov^ 
RH-r*^ FPRLl'J iSy WzH-TZfofcZm^Z FPRLI'J ify KO^ 

mt»FPRLl^m 

( i i ) mk®. t m&± K^mtL tz*%w ofafos x z/mmt $ n tz <om 

[0 0 7 0l 

±IB (ii) 0^»&^fev^T(i, — WWPRL 1 <7>N$|gg|$&!M1-& 
m^^m^F P R L 1 OC^l~a£1-&^#^&& £ Lv> 

ttz^ FPRL 1 W-S^/^n-t^M^TFPRL I <D%AZff 

ffi#3H^?>*>0£fflV>T&£<> Sfc, ^WF(ab') 2 ^ F 
ab\ &&VMiF a b!hfr£ffiv>T& £v* 0 

^^O^^ffiV^FPRL 1 ^i&te, #fr'$IJP&£*L&-<£ btD-^te* 
<> WJ^fom* (tffl*.^ FPRLli) KMJ&Lfz&fc #lM*>L< 

imfc-mgM&fcvmzik^&ttzimmM^m'z ^tnu zti*®,%nm 
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2003-191359 ^ ^- v : 75/ 

[0 0 7 1] 

[125i], (1311), C 3 HK C 1 4 C) fc^*»fflv>e>*L*o 
[0 0 7 2] 

K-f 7fStai>FPRL 1 OiU^lc^3V^Tf±> l^fcRJSi: 2 
^RJE&HflSv^JtS^I&WO^y ^n— t-^^Ji^ FPRL 1 OHf-fri-SflStt 
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2003-191359 A I 76/ 



v»t>*i*ifttf:tiu 0Hx.tf, 2^fcRJE&-Cfflv^tL*t^tflc^ FPRLIOCW 
>f Ay* M * "7 ny. b 'J-^^cffiv^it^-Cl^ 

o 

o*>. *acsoaiiwft«(F) ^ ffittm&LfcmmwsL (b) t*$-ML ( 

B/F53HI) , B, FV^-ftt^^^fi^SU^t, *^t>^>*fLM*«r5S*-f & 
A y * h V ? * fe-Ctt, IfelWK^OtyK i: affifldftlSC fc «r-3e»0#»fldSi 
ttz, *7n*H; — Ctt\ ^;vrt^^v^i?#^4 , ^W.^Ki^O^*^C 

A£L RR? >f A * T ? * * J HB*n 5 4 ^ffrfr) . SJil^te 
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^g-m 2003-191359 ^ ^- V I 77/ 

fttt&tu (*2jk> bs^p5 7«Mf) , mmmbffi [wmsust 

iHJfettJ (*3JK) BH3BI6 2^«ff) , TMethods in ENZYM0L0GYJ 

Vol. 70 (Immunochemical Techniques (Part A))> |BJ# Vol. 73(Immunochemica 
1 Techniques (Part B)K US Vol. 74 (Immunochemical Techniques (Part C)) 

|SJ# Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
))> Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 

es and General Immunoassay Methods) )> WliSt Vol. 121 (Immunochemical Tech 
niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (J^_h-> 

iik±.<DX. -9 I- IT, **W©M*Iv»5ifcKj:oT, *3&WOF P R L 1 

< ^fi-T & i ^-e § & o 

[0 0 7 3] 

FPRL 10«JRO*^«^ffi$tLfe»^ TV^-i 
,«L Ifc^ ife^ttl&glJU T^yVJd (Addison' s disease) > iS^fe^ttvtJflL 

mmtm. (als) , ^xmm > it§i& mmm, mm^ (m, wtmv 
flu flkjms, Wit->3^, fitit->3^, ^^AfifettSfejftLS, 

^va^iif) . #kfcnmm& («, ?u-yffi (Crohn' s disease) > 

mm) ^ **^«gi«t» («, «»!jcj:*««[K. m&Mfon, v&m&&*& 
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2003-191359 ^ ^-v I 78/ 

fprl lvmmvmm&titmztitzWr&fc^ Mz.if, fprlio 

FPRL lO^JgOJtJn^m^^^-C^oT^, tfUxJ^ 
7l/;^-i,l ife^> ^ttiR^m, TvV^i (Addison' s disease) > 3 

. ttSftrttfll3ft£ft£ (ALS) . ^Xj&m . Mt&> ili. Mtfrife (« 

JflL^> f^ry-^yay^iff) , ifcgteJflMkfc *n->#| (Crohn' s 
disease) . , ifcSffiWfJfefc (flk fiW^ 310, §t^3^f 

k-vx, 0^) „ $>&^\±mmM w. mmzx&mwiM, m&Mfcfz. 

[0 0 7 4] 

( 5 ) $^OF PRLUFPRLl'jr/Kt OjKtete* fc^^/MSS 

^ftWOFPRL 1 *fflv>*^ f fctiamASFPRL lOl&mmSr^Hb 
> iTO*iv^V"b^-^7y-t>^»4C:i:i;iot, FPRL 
1 Kk^ig^FPRL 1 t<D^^.ttzit^y^-)Vi^m^mt^^t^t 

%m («x«r, s&m. w^^-vmt^m, &mt&m, smom 
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2003-191359 £ ^- v 1 79/ 

iOi 7 litt&m\-\L W F P R L 1 «r^tTttiia3|n|*flHt«r^r-t&'fk^ 
® (v>fc>*9>£, ##&^<7>FPRL 1 K*j-r&T=f~* h) ^ (n) FPRLl£ 

7>*rf^*h) , (/n) FPRL 1 'jr/K^H^FPRL 1 tOJg^ 
**3fti"«^k^W> **v*tt (-) FPRLl'jr^K^f^FPRLU 

mm.wm.mm, Mrties^vm c-fo s©« p 

i" #3193 tt> ( i ) FPRLlfcFPRLPJ^VKktft 

(ii) **WOFP RLltFPRLl'JfV K£ J: DTO^ 
%££&M£^7»^t^Jfc^;fT&d itMit^FPRL 1 Kfc 
^OFPRLl b(Dm^^tz\t^^^M^M^mt^hit^mttz\t^ 

*»^^J"-->mi:^t(i, (i) fc (ii) O^-g-fcistf*. 
*.MT . F P R L 1 KlfrtZ FPRLlUr/ K >lffl«JMm£ ^*a§ 

FPRLlV^Kfc LTIi> fTfBLfcF P R L 1 V if> K^ftx-T^ F P R 
L 1 Vtff Kt^OFPRL 1 fcO*S^£ggft£*Sft^&S;fc»i*0:fi 

^TlSo FPRL 1 Kt$»FPRL 1 h mt2*t2>4k 

#S&EO**y-^>^3f&fc*5V>-Ctt. CltLibFPRL i y jy^Kfc^ftWO 
FPRL 1 tOtt^tt*^bS*4ft^!lf F P R L 1 y If 

[0 0 7 5] 
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12 0 0 3 - 1 9 1 3 5 9 ^ ^-v I 80/ 

a) SffcUFPRL 1 V if^y K«r, $f^FPRL 1 fc&te S J: 
. itUFPRLl V^>K^J:OW<k#«**»WOFPRLl*cSatt« 
-£ifc#£-fc:*3»t&. mmLfzF PRLl'J #y v<d&f PRLl Kttt&&irik 
MteL, Jfctti-&i ^tftt^FPRL 1 y Kfc*l5?5©FPRLl 

b) SiUFPRL 1 yar^KSr, *»FPRL 1 &*BUfeSfc 
liI»^IS^t:fi!l!$*^^ HlftLfcF P RLl'J 2f> K*3 iO^i 
{^Ij^^ofp R L l 

»^icijtt*. sl/cfprl i y ko«*m&4 £^m®^2ti-&$t 

#**M3feU Jt«1-&i fc^#tttl»FPRL 1 'J#>Kt*»FPR 

l i k fctt->/t A^tijEft s**ft^rtiis fetti-oiio^ ^ y h - 

c) ftLfcFPRLlV^KS:, **i©DN A*&%1r ZJ&Mm&tt-* 

i i o t*l±i:Mt/:F P R L 1 te^flftS^fc^fc, IKflft 
UFPRL 1 U^^K^irm»^^**f&WODNA*^-r*^Rieife 
i t K«fc ot»i±i:imtfe^©F PRLl fcgfcfcSHirfc 
3tefci3tt*. ^1U;FP RLl'J F<7)^F PRLl K2t-t&$S^*£$J 
5£L> lkft-&Ci^#tfct^FPRL 1 Kt*I^OFPRL 1 to 

ft, 

[0 0 7 6] 

d) *^OFP R L 1 fci&tt'ffc't&ft'frto *§km<7)F P R L 1 t 
MtSFPRLl USTS'Kfc*?) ^fi^FPRL 1 

-££±§^, ^<^)FP R l l : lr^^bi-^'fb#^*3<ty ? ^ / fb^*^l&^ 

OFPRL1 *^^*aHlfttC»»$-frfe»^l-^»t&x FPRL 1 ZfrLtzM 

mnm£&*mfeu jfctw-*£2:*:#«fc?-&FPRL 1 v vt*&m<o 
fprl i t<om^ztzi*i'ri-)i'fcMzm\:z&%ft&®zfci*^&e>x 
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01 



2003-191359 A ^- v : 81/ 



e) ^^<7)FPRLl^fgtt'fbi-^<b^ (#JxJ£. ^©FPRLn: 
^FPRL 1 yarvKfc*) t*^ODNA^^ft*fIWt:^i 
n^itio tfflHI±i:ML^*lli<7) FPRL1 £ , 

. jt^itMfcnFPRL 1 Vr/Kt*^FPRL 1 

14 s t± v ^ MSit $ ft-g^ i « ■€■ * * y - - > m& & 

[0 0 7 7] 

£1\ ? - ->mi:fflv>^^OF P R L 1 t LXte, ± 

fBLfc^f^cOFPRL 1 *^1r2> i><DX&tliXfiItl<Di><DX$><=>Xi> iv^s 
> *ffeWOFP R L 1 *^1"&l«IL«l®Ol»SO|IBll&Bt®^*ntm^*)&o t 

v> <b*U> % <D t UTti, fttfe;i#£fflv>T;kJK££$'£fcfc h 4^FP R L 1 

N A * Pi?L«^m* WCl&mi-^ fTfc3£fc Lv\> g ft fc 

tSlfef«^3 k - Ki-*DNAWfM-»C»±ffiHDNA3&»MV»e>*LS^ '^f I 
fci*LHflflI»$*tS<>O-Ctt*v» 0 0flx.«r, itf^lgfit^^DNA^fflv^T^ 
iv> 0 $H^FPRL 1 £=J- Ki"& DNAWfM-4:^^lll*jffllfeJcSAU * 

^ ^ )1>A KM.iT %>&&1kfoM^ 4 fr* (nuclear polyhedrosis virus ; N P V) 
O^'jAFV^ynt-^-, S V 4 0 fi^O^n^e-^-, i/fn^/f;^^ 

t>f h^^n^/f^yn^-^-, SR«^^-^-^WftCII* 



tBII# 2003-3103289 



12 0 0 3-1 9 1 3 5 9 ^ I 82/ 

^T^ifc^-CiSo Mx.(?> CNambi, P. If • S^-^V • • /U 
Or u Vi) ;v • ¥ 5 * h V - (J. Biol. Chem. ) , 267^, 19555- 19559H, 199230 

Lfc^T, *H^^^V-->^^^v^r, $H^FPRL1^ 

*>J:v>U iFPRLl^tntt»tU<> ifeSFPRLl^ 

[0 0 7 8] 

^©^^'J-^V^^T, *^OFPRLl t^'tSlfflfla* 
*^OFPRL 1 ^MtSMi: LTte. iFPRLl ^HSL^fiffl 

Wk&&<-£ttL2>mfrV>Z£*^ J )o m&<0&ft-%&£ Potter-Elvehj 
(Kinematicatt^) jB**JC J: 7l/>f ^VX^^jlllE 

Lxm^bfi&o mz-is, mmimm*&& (5 0 0-3 0 0 0 r pm 
) -em&m (®s> &i~i 03-) a^u jif»*$e>»c?S5* (1500 0-3 

0 0 0 0 r pm) -CSKT3 0 #~ 2 B#H3St'k U ti2>ttm*mffifr£ t^o 

mufprl 1 tmm&i&w) >mM*&M&M*z<oB 

1FPRL1 *^-r*JWUfe^JRB^OF P R L 1 ^»(±. 1 «9 1 

0 3~i o 8^ft*«6«SL<, 10 5-10 1 tt"V*>*> 
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2003-191359 A v "• 83/ 



[0 0 7 9] 

FPRLlVr/ Kh^f&l^FPRL 1 t <7)£r£ttf fcfi y^t;H5I^f 

JztbKti, li^FPRL 1 M^i:. WW. IfcFPRL 1 U 1f> Yifi'Sk 

FPRL 1 Wifrt L^ity ^MOFPRLII^ 4 fcli**Lfcl^<Z>?& 
tt^t-SIfilFPRL HM^iLv^o iit 5 , 

^HUFPRLlVr/Ktim fllx.'* C 3 H] . c 1 2 5 IK c 1 
4 C] > C 35 S] 4ift?««$*L3tFPRL 1 V^f> K4af*»fflv^*L* 0 

^ttWfcli, FPRL1V Kfc*ftWOFP R L 1 fcOjg-^tt^fctt^ 
7- M*5t £^ft S ^Mfrfrflfe * tz li-eoto^ ^ V - - v ^ «rff * d t T 
*|&l»WFPRL 1 mtSttJfclilJI^lI^^, 
L/c^ y 7 t — K^iSi* ^itia f) FPRL lip n B *iItS. 
{i N pH4~10 (SJL<lipH6~8) 0'J>^7 7-, 
a'777-^^FPRL 1 'J**>?tFPRL 1 t L*vv*y 7 

7--C*W^f*L"CUv»o *«F*ttiBf^*1ft«$**B»^ C H A 

PS. Twe e n-8 OTM (^3E-Th^Xtt) , ft+'/aV 

"bia^V-fe^-^FPRL 1 K<0^)R4:«lx.SBWTPMSF^ 
s*7°^>, E-6 4 (^7?- KflfSfcBr*) > ^^f>4^ynfT-lfI 
W^J^^siO-T^C itHo 0.01~10ml Otl/^^^-IfiSitt: 
, —^4 (5000~500000cpm) «UFP RLl'J 1TV K£$S 

inu nm^\ o-4m~i o-i ^uo^mt^m^^^ho mzm&B 

^* (NSB) ZtoZtztbKj&m$OJizmffi,<OF?RL 1 V # > F&jjnx.£&J& 
^a.-7**>ffit:1-&o RJS&»±ftO~5 0t> a4t<li»4-3 7 ICC, &2 0 



ffigE# 2003-3103289 



0S2OO 3 - 1 9 1 3 5 9 ^ : 84/ 

WM^*-)>HBo) ^f>^#^W^^» (NSB) £3|v>£:*7^ 
>h (B 0 -NSB) £1 0 0%hL£B#> #HlftiS&£* (B-NSB) tf, 00 

[0 0 8 0] 

<b£^Mb^%*^-->^-f &±fE<z>d) -\) o^£*#GMrt**fcJ&fctt 

, fOll^ FPRL 1 *^i-*jWJ^«ffitt*^ftIO^S4*:ttT&jRO«5gffl* 
*1% **^OF P R L 1 mtSilfei^^ff xA'^V- 

fllilf, 77#K>E c AMP* if) <09eJ&&* jfflfl&#^"t£5WSBS*K* 

tuv^ c amp mik$\m%¥<om&fc<z>\t>xiz, 7t;^3-j>^^ 

iLf:iWgt?*^o $HiOFPRL 1 ^Mt^llIU LTf±, ^Sfcffl 
0*HWOFP R L 1 £;rr<S>#M*> ±IB^amx.SlF PRLl *H3at7t«H 

f*l£4b^%i:LTii, fllx.**, ^SSC> ^T^Fttlb^tk £-Jfc 

ib^%> «itB^ ttwmmttu »w^fflffifcfc^wav>£>*L 

o 
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Qj^m 2003-191359 ^ I 85/ 

Mam (fll*.**, ant yva JHfc7fcStm> Asm**?) 

* fc. tt^-fk^ t L-C fi, F P R L 1 ©igttWfl^fltMite* i 

^|Sth$ *Lfe<k-fr*3W* L < ffiV* *L& o #f&91<0 fprli ofiHtSB&oig 

[0 0 8 1] 

FPRLPJ ify Yt*%m<OF P R L 1 tOig^tt tziti' ^ MSSIfc^ 
, *^OFP R L 1 fc-^rf ifcii^WFP R L 1 Sr-g^-f **B 

i. 

Hanks* Balanced Salt Solution (^^3111) 0.0 5 %<OV ->JflL»T ;V 

b) FPRLI ^p°p 

$^©FPRL l^l&^^CHOtt?:^ 1 2^7^- He 5 X 1 0 5 
ffl/ft-C«iftU 3 7^ 5%C0 2> 9 5%airt2B^*U^o 

c) ilFPRL 1 y 

T&JRO C 3 HK C 125 IK C 14 CK [3 5 S3 fc£-C*WLfcFP 
RL1V # V K 
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2003-191359 ^ ^- v : 86/ 

1 ^MK^t&o 
d) FPRL 1 'J**>FW 

FPRL 1 KSrO. 1 %^vjflL?tT^y5 > (v^tt^) Sr^tfPB 

StlraMtUi^CilU -2 0Dt§#no 
[0 0 8 2] 

2. 

a) 1 2?mm%mm'?V- ht:t^tL^f^FPRL lMCHOi 
iiJ^ffl^W^ 1 m 1 -C 2 ®?5fe^L^> 4 9 0 ^1 <PM£ffl«WiS*#5t 

b) 10-3-10-10 MO&Mft&mmfe* 5 ^ 1 Uakti^ I1F P R 

l i K£ 5 (x i flnx.^ ma^T i b$birje&$*&o ###iift^a:££n& 

^*»cttfftK^i&oft*> «9 £ 1 0 - 3 MOF P R L 1 V if> K£ 5 ^ 1 MtlX 

WMF P R L 1 V ify K£ 0 . 2 N NaOH-l%SDS.T'iiU 4 m lO 

d) «flt?/V^l/-i/a (^y^VtS) *fflv^tMffitt* 

M^U Percent Maximum Binding (PMB) £#C<£5£"C^£>£o 
PMB= [ (B-NSB) / (Bq-NSB) ] X100 
PMB I Percent Maximum Binding 

B : &fc*tox.t:m<7>&. 

NSB I Non-specific Binding 

b o : 

[0 0 8 3] 

(i) ffirffia) ~c) o*^9-->^£t^£*l£/^ >f>f vy • 7^ 

-f£*TV\ FPRL 1 Kt**WOFPRL 1 fcoiB'ktefcgg'ffcS** ( 
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2003-1 9 1359 A. ^-S> : 87/ 



OFPRLl 7 =f-* grt&14£^r 

i±^^)FPRL 1 i:j^t4 7V^^ h-e&&o 
(ii) ( a ) tOMb-frflfeSr^W^F P R L 1 «r^"f &*Bl!&^tt$^ ±IB 

F P R L 1. K*H-& 7 zf~* h X$> & o 
(b) *^©FPRL 1 «r«tt^-t-&-fk#W (^Jx.^ y K) **|&W<^ 
FPRL 1 *^^&»Uftfc»tt$*fc»£-fc* ^WFPRLl £}£1£4b1- 
Mt^# J: tf^ft^fc^EO F P R L 1 £^^&*HI& 
£-Ki3&t&, $HM<OFPRL 1 *^L/iiHWISUW*fl5tt*«3feU ib^-T^o * 
S&lJiOF P R L 1 £ fi^fbi" & iYs&tyQ K£.Z> MWMW(^^. £ £ "£# & Vc-o^O 
ifdi^^WHiOFPRL 1 tcjtff *T>^^-^ hTNfe&o 

<D * * V - - > £ £ « * * V - - > ^ffl * y > £ m V> m h *L& 

tt&mttzteZrOmt, FPRL 1 yryFt^^FPRL 1 t<D*k&&t 

tz it y^-M^m ^mtz^kYEm^-t* it&m tfzitz <dm.~?%> *) , 

fprl i %frLTmMmwLm&*G~r&tt&®i (\**t>v&. 
^FPRLi^nr^-xH tfc(±-e<^m> (*) mffl»J^tt*w 

L&Wb^$J (v**>t9>&> $H^(0FPRL 1 Kttir&Tyfzf-X H 
•€-om> ('\) FPRL 1 V Vt*§£W<7> FPRL 1 fcO«i^*:i»3ft't« 
ft-&i|&£fctt*<0«, *&VM± (-) FPRLl'jr/Kt^OFPRLl 
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m (Mz.&, s^m^ m ^ntf^-^m. 7^;^ vw>m> ^^^^ ?@ 
^^of p r l 1 tcMi-^> T=r^^ h±, fprli'j ify vtfm-rz&m 

P R L 1 & 7>^^-XHi, FPRLl'jr/ KjW**" & 

&Sffr&£#pfifl.J-t-& ^ fc***C§ &OT% FPRLI'J ify KO^afStt^PPMI" 

FPRLl'jr/ Kt*»FP R L 1 tom&ti^m&lr Z>lt&Ml±, F 

prli'j # > v&mirz£mft&zm&^&tz®<D&i£Tim;n%mmi u-c 

FPRLl'jr/ Kt$^©FPRL 1 b<Dm&l3*m,'PZ*thi\:-&m*, 
FPRLI'J ify rifi^^^EM^^WP^^tz^><DYV RLl'J ify Y<0 

[0 0 8 4] 

^X%hfrZ>lk'km*tz\$Jt<D^ #&CTrf~* htfcteFPRL 1 V ify vt 

^bjofprl i t(Dm^t)*m&^Mt&m-£tztez:<Di&^ w*-\z, ®m 

^ttimtL Tyy>i (Addison' s disease) . £ S&^imifiLimifiU 

mx-ix, r^y^^^-m, >*-*yyym, ffimm&mmmtm (a 

LS) , x^XIi) % IUI& m^#§, TOsS: (0!U fHil^vf, ^ 

ttwtij#> ';^iNt#ai£> ^ #ifiL^ (flu mum. 
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12 0 0 3- 1 9 1 3 5 9 ^ ^- *J I 89/ 

mmm > ifc^twgim (00. ?n->m (Crohn' s disease) . mm&±m#k 

tf-f **tfjfe) , 'bffiKfe ^IttW^ Wife, IMftlgft&ojiffl 

7vV>i (Addison' s disease) „ g e&&tt^JfiLl4MU ^Itti'J^vf 

if, r^y^^-a^ '*-*>v>#!, jffi&Mrt£jgaHKft& (als) , ^ 

xmm , mm^ mmm, mm^ m> «tt»i'^vf, g^entm. y 

(flU *n->#3 (Crohn' s disease) „ »*te*»ife) > ifc^W 

(#k mt, w^n^f k-.->x. mmm) , $>zwmmm ( 
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[0 0 8 5] 

» 

tbbfLZ><k%\<Dym.. m$mu mum. mmn. m&m%b* 

tti> K—mzuft^tt rnvmrn. k is jfc $ *l * ^mxmu -t & rtc • 

^ (fik *'JVM-h8 0TM, HCO-5 0 
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[0 0 8 6] 

4/i,'jiiBTO-i&«tt5;±, fliiif, mm Mx.\z> v>mMmmm, wm 

7*;K 7*^ ^ N -9- 

J: !Jg#|ti:*&3&*, »PtSfc#OJi§£\ HfeWfcfll&wr, ifefiLm* (#16 0 k 
g£LT) te*3V>T«\ -H'i:o i*^OF P R L 1 i:*ft* 7 ^-^ > 
0.1~100mg, jifiKlifSll. 0-5 Omg, i 00* L< Jifc 1 . 0 

flicl*, &mMtm (#:!6 0kgtLT) £*5V*T«U -B(:o|$»FP 
RL 1 tett-fZTzf-X V *mo. 0 1 ~3 OmgiE L< iiffiO. 1~ 
2 0mgfE ii}0tL<{i^jO. 1-1 OmgtH^«'Mt:i^4t 

[0 0 8 7] 

$WFPRL1 *mm&Kmmir2>Zttf'e%2><DX\ 
(i) ^fcblMJMfrOa) JfiLiBU b) «%OKHk c) M*fe*Jftlftll. 
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2003-191359 A • 92/ 



HWOFPRL 1 *&M-r2>Z.t\,ZS:2>, Mmmz&if&*&W<OF P R L 1 O 

(ii) *HiOF P R L 1 ^MtSM^^ttiL^ fflnkmmfr 
J&|ftfciS»t**S&f!<Z>F P R L 1 O*$:&\kZ*t2>{k4&0t 1z\±*<0$L*>*9V 

(iii) *H MWRJM&Oa) JllL«L. b) c) Lfc 

^o»SfF#S6Rolfefeflt^v^5fet^-t & £ i: K J: «9 > m®M±<0&&&K 
ZmW-TZ ZtKXZ, IW: £*t&*S&lp§OF P R L l ©MfcMsS^Sft 

(iv) f p r l i zmtf^mm&fcm*®* t Lfcfc. 

OFPRLl <Dm.^it^^:^t^ttzit^r<D^.(D^^ V-->^fe*Stt 
[0 0 8 8] 

tt**i&woF prli (PjgfcttjwfcWKfcmTo i?^t 

(i) jE1St**v^ijfem j 67'^^ (0H&tf. * 

•9-^ *~>, >fJ^ J; 9JMW9fctt7A'?^'r 
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M# ? #<^2fr&»fr<7>.r h£v>9 0 lH«MatlJ, Potter-Elvehj 
(KinematicattK) 0±^>«#, jg^K =t "7 ^"CjinJE 

U-CfflV^tLSo flUxJ^ (5 0 0-3 0 0 0 rpm 

) T'^Bf (®#. &j 1 ~ 1 0#) St'kU ±»* $ h K^m (1 5 0 0 0-3 
0 0 0 0 r pm) T'®#3 0 55— 2 tiNU*^ U %h ft* frills fc^a* 

rkh^kwu hsl^fp r l i ^m^ov vii^isei^iroii 

illlll^^t t n^>*HH|0 F P R L 1{±> Mx.t2\ *3&IB<0#b#fcffl^fc 
K-Y y Wr^n>? bflWr&iffcJ: «)5fe»f * i 

(ii) $»fprl i *5ffit&&wmmt*±tt<oj3mzm*ftSLL. 

il^^SW^OFPRL 1 £fc7&*T*§*„ 
[0 0 8 9] 

l\Zii^^mn<D¥ P R L 1 0*«r^k$-fr*^b^t 

* h l^X^^^-^x.^-^B#^Hfr (3 0$HI~2 4 8#P^Btu L<ti3 o^ntr 
- 1 2 BtWllik J: L < tt 1 l$IB!l»~ 6 ^M«T) * L < ( 3 0 

M~3H^ »4L<ttlll*mffc~2Bfc, *9#£L<filB#Hf£~2 4B# 

^-JtNFK^m (3 0^-3 Bm. «Ftt<{±lNFW~2B^ L< 
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»ill$HI~2 4Wm&) > «Ii:^tt-i>$»FPRL lOf^tt^i 

(iO ^©^m^^^^v^^^i^^it^^^^^^m^^^ 

-5©$ITO*& (1H-7H^ ^L<lilB~.3Ht, J: *) & t L < fi 2 B 

«is5-t:^$ jv&^ipjo f p r l i <Dmmimm*)K ta^ro * ? k l 

(iii) ZEt*^v^i^m^T , ;v^H M&?U&4ft (MxJi\ ^?*> 
*1MF, >f* % y-)V?j;t\ H t)^fe&}Kl±T)Vy^ 

(w) *»fprli *mm.t&teMn&&m*m^xmn^&*t2> 
it&rn, zm*mm, »aait> »a&m$u i&^a^wm?^ nam^t^m 

#uxj£> &$sm (^fl^(^> m$l wm> jnfcfc*9L £?>m. 
wtmmm minx, wm* ^et^E ^h^e 3^ 



aifiE# 2003-3103289 



2003-191359 ^ ^- v : 95/ 

[0 0 9 0] 

Icfelt^^B^OF P R L 1 (T>m*mtZ^Z>tem*%"tZ>tt>&tyl* tzit^rtD^. 

ftctej: *k fprl i *ifri-zMmmm&*nmzit2>tt&yottzi±*;<o 

m> (n) jffflJTOc^t&^f&^FPRL 1 £ h lei *K ^ 

m&mitL^o z<DM*?a.tLxi±, mx.i$, «m mm, v>m 
. jybTtst^ torn, (0n*.tf* 

MU TV;^-^E i&^> ife^ttBIil^ TVWm (Addison' s disease 

nmmm (mz.&, mm&RTm&m&omtiaMm&. maw** ^mmm. m 
y>m, mm^nmmmtm (als) , ^wxiig^) „ «tjgt& mmm, mm 



ffiaE# 2003-3103289 



2003-191359 £ ^- v I 96/ 

fifettfifclliU^ >^y^y3 7^ 3e«») x &&1£MIA ? n - >#| (Cr 
ohn' s disease) > it*ffck»ifc) > IfcettWifeA ($k itt»> «> 0^ 

it, «itlfP»A, TV/Mr-aUU ife!E> Ife^ttBfe&SU T 9 JV>m (Addison 
' s disease) , i5Mttilttft> £#1£x- U X v h - r** , V 

u->ffi (Crohn' s disease) . jft^tfcfcBlife) > $£&Ai0£A («, 1ft£Jffii£ 

> mm, my-fr^-i k— > fc&vM&g&g (#k 

>7^/j.>if ^/w*;*^ /u^o^ „ SfcCrifc. 'MRS 
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tti> K-mmb hfitzum%m\^^^^mm^mxmmir^ zt\z 
* o r^at-r s^H j t^o ztibm\^&i>f2> ^n&frm. $ ntz mm 

[0 0 9 1] 

> ^*>&wm%i&M (#k *';vM-h8oTM, hco-so 

) ^^ffflUU^, ftiteifct LT}i> *MM* fcWfflv* 
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±|B^I»-M*»J»±, filx.tfs ^®#J (fllx-fc^ 'J>tSI®I, 

) , Q&fffl (mm, '<>> ? ;vt;v:3-;k 7iy-;v&£0 „ H-fbKfJhSflft^ 

z<D£7\,zLxnbix&mmt&&x~&m&'?$>2><7>'?, mm, ^v^m% 

Wb (mm, ^-9-^ -9- 

k<£ *)mmi*>2>&, mn&^owt^ -&mimm, (#m6 ok 

l^li^S^O.l-lOOmg, iflKtt^l. 0~50mg, £W 

i^JO^"e{iii#MA(i\ (#!6 0kgtU) £fcv>-Ctt, — Bfc 

o^l&BJOFPRL 1 OJISritStO^**^'** fc»±*«>at#b0. 0 1-3 
Omgm IflKl^O. l~2 0mgtt> «t L < l±$j0. 1-1 

I60k gii£^cmj|L*:*£&4-1-&££^§&o 
[0 0 9 2] 

(7) *H^FPRL 1 WtS^SrtttTftSEH 
*»^FPRL 1 JC*r-r4Si#0*JBJmttfc»i, g[FPRL iohwv 

iFPRLl * S^^/HSaU 08x.fc^ iFPRLl^ 

?zmmmm& (mm, r?*\*>m&m, Twayyn, «rc 
mtk, mmmmmm, iMfiior/i^ c-f o sotsmt, pho 
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Lfc**ot\ ^WOFPRLIWS^ ($I> **0Sl#) FPRL 

t±. WiLJMA, 7V;V^-^1 &&ttflR&JBU T*JV>m (Addison 

' s disease) . £e&^14«i!|MU V * v h - 7** > i£-£A,, V 

m, '*-*>wm. ffimffi&mmmtm (als) > x-jxmm) ^ m.m&, 
m.m*%uk. mm0k) > *jhus ($k fkm&&*sa Kittys 

.tt->JB (Crohn' s disease) „ «S14^Mife) > $£f£Ar£JBl (0IU tli»i£ 

ft, t^tt^^^^ (i^rx) ci^itf) , mmmtm 

ilB^KF • ifrfcSltt. mmLttftWV FPRL 1 i tzl±&mW<D F PRL1 
[0 0 9 3] 

(8) ^Ormv^DNAI^lis iRNA^tt^l»Bl 
**99©7m^DNAi^lls i RNAIi, F P R L 1 F 

a East Lxm^&zttfx^&o 
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^ (Addison' s disease) . S eft«Ett»HHtt«JflL, V 1— 7*^ 

y^^-a^ ^-^vwi, ffiSMirl£fli$«ft£ (als) , j^xjjk) 
, HK& *ttw»'jfvf, aggitnff& y 

jSt (0k ^n->^ (Crohn' s disease) > ^ $&£ttMfl0S* (01 

^DNAl/:(±s i RNAtflftJbSVMil/fo^^^^^^^ 77=V>-f 
^DNAifclis iRNAii^ ^O^^-e, fcavMiSE^^fcfcfcffiBfcffl* 
i7>f-b^DNAIi, »«t:intl>^^DNA^S 

[0 0 9 4] 

(9) ^ODNAfXii^I 

) S^tt«IDNA (*|&5l^*l»*D N A kBfrlBi- * 

m-rz&t bi*fijM& 0 
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C2] Ym$LW}WVv-MW>%iJX-$>&m Cl] IBm<7)ift^> 

£ & -e § , $ <b k , t ft h mm * ±m<Dmmm t g k x 

ttz, mm*mB&ryMW)®, tvww* (Mx.ii i^i:u, C5 7 

BL/611, DBA2M4^^tU, B6C3Fim BDF i 
B6D2FiM, BALB/cm ICR^t') ( 
ix.{f, Wistar, SDfcJr) Lv\, 

[0 0 9 5] 

*HM^J|5ttDNAtli> #t MlifLKW^^L-CV^^^cDDNA 
T (4 * < . v> o tz A,m%W}%l)fr h 3M§t • ffl $ *Lfc#3&9i ODNA^% 
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U 00*. J*, jEf^WFPRL l0^fi^«JM1-^FPRL 1 

if) ft^DNA^M$^9 &#«:/n*-*-<7mfc^ $»tfDN 

©DNA LDN A|S#li$?Lt&tJ £fmi-& - £ § S o 

[0 0 9 6] 

$»FPRL 10#&m^*-t LTti, ^mfi^(7)"7 0 9^^ K> tt^ 
±|B^DNA3mPffi^T&?yn*-*~£LTfi, tffl*.^ (D^;^ ( 
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i^i^III, t ^ V AMPMIfif - ^* ^ 1 1 7*a- y > , 5? 
xhn7r/> m^WWrn&T juij >; y * * 7 r * — if, 'L>M^ h V 7 A^mtt 
rt&V^T^-'f-n (HKKT i e 2 hRg-£*L&) . th'j 
7A*iJ 7A7fy-»3'J >BMkSS* (Na, K — AT P a s e) . -a-n 
7>r?<*>h«8L ^^nf^-^vifeiyfi ia> ^n^nf-ft-^l 
jfiflM^fclf*-.. MHC^7^ ItftDK (H-2 L) > H-r a s, K 
1 wcs^-jfcHMISBfc. ftiW^->^- fe* (TPO) > ^f-KSU&K 

a^ic (EF-ia) , pr?*-*, a&xxfpm-i/Z'mm, st^ymm 

l*3J:tf2, ^'J^SIISI, ^n^n-7^;>> Thy-1. ft^a^'J 
HUbT^ (VNP) , JfiLffTSu-r KP3>^-^Vf, *i!rVu\£Z/^ 

h^TTt^-Ov^n^-?-, t h^7*f Killi^l « (EF-la 
[0 0 9 7] 

■eom, B6«ji:-r^^*ttDNA^$t > ^|im$^'^S^-e#DNAc7)X7 p 
yn^-^^it<7)5' _t^> 7M3*-*HK#fc»3R««H*&v>l±«3Rffi^ 
iE*4r*»9!OF P R L 1 <&«IR«#HU t: h £ fctt#«Ht#Ll&^ (WAtf, 
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I> ffflU ¥#MBJfe> j8^^Jfflll&a*DNAiJJ:trmflRO#aryADNA7 
^f^V-J: »)y/ADNAO^t*«5Wi- S&tLT, ifcliffFR, ML ¥ 

»ai^«*ttteSS6»^^v>-C|&aSt^*DNA3>^ h It, mfffi 

D N AI^M^ffit: «fc 19 ?m.1r 2>zt § * o 

^mmmmmm **wo^d n a oie#«\ ttMm*mm<om& 
■r& £ **i*-f-&o ^i&wo^ttDNA^^tt^v^ioa^iti^o^tt 

^-cm^HWi- Sit a*UJ3fc & o 

$»ip jWiaeKf iw & ^ * *3&e o^-sHt d na«», ttmrnzm®} <omE 
mm& x znmi&v&x i-&m kme-t & <t *> &mk $ tis 0 dn As#foft 

o 

^>Sj^ Sr^Ifi-T * £ i: £ £ 5 "t^T ^>^«D N A £#1" £ X 1 
[0 0 9 8] 
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9§?>f p r l i - 1#$> > zvmm^rfrmmt lx 

<DF P R L 1 <^ttg/Cm^^\ $H^OFP R L 1 #H5t^*£mo^®S«#«0 

loMm&tfLZ^ir&ztfrb, *^fprl 1 Kiiimi-&gimi::*i"t&?& 

ttDNA *56?5fefc«*M-* Cl ^lEtttD N A4£«&t> t LXM^^M^M 

mm&<0£:X \z-#fcf2> X o fcH-RS *L4 o D N A<e#&Offcffil&®<0lBS3NfflJI& 
Jc^v^r*l&W<7)*1jrDNA*«^fit"t*ii:»±, f^tHSft^O^^T^OK^ 

O^kT ^5js:^<^^#D N A fc^Tf & o fAD N A ^^IsJ^fe^coM^ * 

[0 0 9 9] 

^FPRLl O^TOttSPBSiS i:S:4im^ ^toffl&ZTfrWto £ 

Lxmm-t&zt&'cz&o wliz, *§kw<omi&DKAifc®W}®*m^x, # 

IPJ!OF P R L 1 OTO^ttM^lS^om g ^^^fei^-^^M^t&^ 
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# F P R L 1 0«3IIB# (dominant negat i veffcffi ) S:)»Wt4*fA/t44o 
*»WOj1.**#DNA*<E«$-fr/Sl«att»l±, *»FPRL1 

ffc&DNAKJ: OM^^FPRL 1 i KJ: 2^ 

FPRL 1 lei »)§W!H:«a*4 v»ttittftt4 F P R L 1 fcoWJt&fcov* 

®DNA ^tt-?»»«*Ii««tii: J: U Ctt t, fc-fifcffl L 
[0 10 0] 

Zhfc, ^^DNAIE^^iV^, $»FPRLKDiMfttt 
a^jS^ft^*^tr^ ^f^OFPR L 1 KffiM?2>m&V>ffimmVi*ffl'<& 
*HW©FPRL 1 KBmi-*£&*^l'<0#IKS&fc*5*t& J: 

^<0«£«#«*»*fcJ:lj % iil/:DNA|g$tt(?)m -eo^^^ii-e 
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OFPRL lfci^Of^ffljSI^O^^^^^^^fc^So 

O^ ±&Olfc^:fcJ:t>*Jt*&&if£ffiv>T. #&^&&fc&gSJ&f&B68SO* 

[0 10 1] 

(10) JvtTt) bS&% 

c 3 d ^t-7/fy>ti4^si ci] ^iam^K#^> 
C5] ^^tiwv^^t^si C4] ^tamoiE#«> 

Afc*H" *7n*-*-oiW»T^^L3** C6] :gffi«cO^H Mft$LKi4& 
C9] ^ytti&%a*^**^*&& C8] ^IBmo^t: MUSLIMS *5it>* 

ci o) $ C7] mm.<»mm\^ wM&frw*K#u i^-^-m^oisi 

£ £ ti EB#1- £ £ »i * otto * * y - f «:^ftt^o 
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tfefcflHW-f & t < li»DNA#3- Kttv^^OF P R L 1 0^f4 
*ll«fi<^<Kfc J: *K DNA;&*2IKH<Jfc:*:3&9!OFPRL 1 

(mr> *&we>y y?rt> hDNAt^n^t^s) 

[0 10 2] 

N A^M ft* t E S MB * tz t±#3&IB <D J y ? T V h E S « *fBi" & ) O^-ftt 
WfcLTIi, SWtt^li MtaSlW^i-^^^^DNA^^I 

t-r& mmm'&mtt, $>%>wt ucz {p-is^? fy^-^iis? 

Jb*v»ttx^vvHO/f > h n^^^itf^o^^l^^-^^DNASfi^J ( 
0flx.«\ polyA#Jnv^^^^) £#AU ^4^5"b^-RNA^ 
J&T? tt*»fc*e?-*:SE»r S J: 5 tiiL^DNA 

B2^J^t^DNAK (JJJIT, * — ^f-f >^??-£B&fBl-&) £\ #Jx. 

^DNAi^^vMi^S^DNAE^iJ^^D-yi: LfctfV^-f TV V 
fr/W^ -fBR fcteffi t fc^S&HJ tf> D N Am^Oia^^^co D N A * 
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T{±> 08x.HT> ^TJfiOi^JfcBBtcflfai^KfefeOSrfflv^rfe J: <U Z £<&£fl Eva 

^t>^^ES«^#t-5*^SMx.{f, C 5 7BL/6v-^X^C 5 

7BL/6<^0P2£O^£££DBA/2 tO^iia «9 5fc#L£BDF 

* (C57BL/63:DBA/2tOFi) 4rffiv*T#;fl:Lfc&0:fc^fc&£Ffc 

ttliil^f^^f^^Uitfcti, C 5 7BL/67^M?^n^ 
f^ii: t?^ oafeWSP* * C 5 7 B L / 6 ^ * * left x. & £ i: rtWtt£-C& & £ 

[0 10 3] 

"CV^-<^HJtLT, l3n^-it(0ESiHt Gfo50ffl) TMStrO-C. i&« 
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jQ^m 2003-191359 ^ ^- v : 110/ 

i o o %*mz L^tK ®&<Dmowwmr?m<7)mm±mm%m&iz. e s*h 

n = 4 o-e&&»i) t:S^n-->n^ut>*SiU\ 

{f. ST0^$l^llB^OJ;^^iS^^7^-^-m±-eL I F (1-10 00 
OU/ml) ^T^m^^«^ (»IL<{i, 5%^m^> 9 5%^J 
/i{i5%m^. 5%^m^^ 9 0%^) T'^J3 7X:T^*f ^=Sr^^i*-e 
ig#U ^>ft^^(i> fllx-i^ >^y>/EDTAM (MO.001-0. 
5%YV~?isy/0. l~5mM EDTA, tftt L<{i&0. l%b'J/y>/ 
ImM EDTA) #kS^ J: JiMttftU mtzKm^Ltzy J - ^-»_h^ 

*(F>5 4 y<DMmzftfo-£"£2>Zttfnmx*$>*) CM. J. Evans®. 0% H. Kaufm 
an, *>f*-*- (Nature) 11292%, 154K> 1981^ ; G. R. Martin 7°u*y-T 
J y?7. ■ • 1- : sa1-)V • TiJT"^ - • • *Y4 3-V7s • i-xxx- ( 
Proc. Natl. Acad. Sci. U.S.A.) 3I78#, 7634H, 1981^ ; T. C. Doetschman 

^<ODNA§I^«li, ^fvehnc^tn^OFPRL 1 

#3§9§<of p. r l i oifflii&^^wlftft^^v^r^rffl-cabSo 

[0 10 4] 



ttliE^ 2003-3103289 



2003-191359. ^ ^- v : 111/ 

#<7)DNA@B?iJ^7 p n--/a: L/cWwW 7 V ^ a ><P*ft fctt*- 

yyf^f >^^^-±^DNA@e^iJfc, ^-yyf^W^-i:ft)IU 

^fi> afx^iwi&mxj::* *k ^^oDNA^Mtt^^tL^jia^^^ 

LX&htitzffimZ, jfi18\ **W©FP R L 1 W^fnUi^^lfe^ 19 . 
$»FPRL 10^u$&S/F^#Hife*2SaEU Ztih<DMttfrblf5& 

[0 10 5] 

vm%mmKit^x, mfc=mmm&x.K£ «j*nwoDNAffitc 
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^pM2 0 0 3 - 1 9 1 3 5 9 ^ ^-v : 112/ 

ttz, *.&m<ovNA&m?fi&:&v. vm%W)m*, $»fprl i kx o 

mmZttf%&U*V&®t&&ZX%:?2>tz)b, *&W<DF P R L l 0«Jt&tt<Z> 
[0 10 6] 

(1 0 a) $^<ODNA^^if ^if^HtS^i^ltM • f iS 

M»0^k^ll^-SiJ^i-^^fc^#mi:-r^. $^ODNA^ 
«^^i;-->^&jc^v*rfflv^tt*^|&WODNAI&^^fc hffifL 
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^^m. 2003-191359 ^ ^- v I 113/ 

4t&»i, 9m&mm. mmmmm., mmmrnm, mmmmmWL, 

mm, jnh***, «m*^> 

> x )V* if) £ <r>1$Jz £#m\t* h o 

if K & ttntLKmn-f 5ifc#tSSc 
[0 10 7] 

tf % mummm^mmm^m 1 o %m±, 0 * l < »±& 3 0 %m_t> i 

fc{i-€-om-C* *) x :£3&BJ3tf>F P R L 1 ©fctl^li 
S14B&£JL Tityyfft (Addison' s disease) , gfi^iltlitti, 

&&ft m*-&* Twu-r-m, mmmnmmmtm (a 
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2003-191359 ^ ^- V I 114/ 

ls) . x-jxmm , wr& mmm, mm$k m. ftttw® 1 ^^^ w& 
mmm., vw+mmak* mm&&m&.> »jr^) , #jhuie (flu ws. 

BfaflUfett^ a 7 * > P*3#^14 v a >y ^ . Brt£J|fcjfiu£> h * -> y * *> 3 y ^ 

M#S#) . ifcgEttl»«SJ£ (0!k ^n-V#| (Crohn' s disease) , »aHSWc»& 

) , $m&m$m> ®&m#k. mm, my- ^4 k-- >x, wis^o . 

X) > ttlRttrb& ^n>f77x;vh-t3m -W/ux** 

&s$sm (Wx.ii\ , ;>m> jyt7Ki?tm> flsm&t*) 

U^HiOFPRL 1 tFPRL 1 y#> K h <£>*§-gi4 £ 7t 54 v £ 

mt $ * & tt^-tf * a «€■ oat £ * mm t mnK t tis^h- %>zt &x § 

Z<7>£>)\zLX&hi%Z9fflii> &&Xfem&X$>2><DX, fflkif. Kltfz 

itm%ws% (mkit, v^x, ?^3r\ * 

&*eM CM 6 Okgt LX) K^Xit, -0 Ko£^ffr£«&j0 . 1 ~ 
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2 003-191359 A ^-v 7 : 115/ 



lOOmg, &IL<(iiU. 0-5 Omg, J; «9 »4 L < J±£j 1 . 0-2 Om 
WmgL, Mtif/^'Ciot^I^:*^ flux.**. mik-&MttrJi*<DiM.i 

&mm<DMxmi%, &&Msm ameokghLx) iz&i*-t -bko 

SlMfrMfe* fcti-eo&fcj&O. 0 1-3 Omg^Jg. ftt L<lift0. 1-2 
Omg^Jg, <£ !90^L<t±|?7O. 1-1 Omg3gJK«:#IRtt«*cJ:9tS!:#i-* 

[0 10 8] 

%m i tz it * <d&. £ * * »; - - y m& 

— Ifitf^ (1 acZ) > RTitt7;l'* , ;7t^77^- tffltfi5?4 
:£#§BJ! ODNA£V#-*- it^-CHIfe $ tt^^f&W <7) D N Af&^Nk* 

> ntsjMfe-ett* i/ * -at^a^i&wo d n a S/n^-^- o^t 

ET^t-SO-C, Vtf-^HttS?^- Vt2>m%.(0%8L* h 



tBliE# 2003-3103289 



2003-191359 A, <*-*J : 116/ 



-jfy? hv^-bW (1 a cZ) •elfLt^^f^ *HK^F 
PRLl^Mt-Siaiit, *HMOFPRL lOtt^Olw/8-^9^ hv^ 
•If^tio tot, 0flx.tf. 5-m-4-^nD-3->fVK'J^-jS 
-tfvt HiyyvK (X-g a 1) <D£7% fi ? hV^-^fOlfeKt* 
Sil^v^Mt^i^CJ: <9> ««C*»MOFPRL l<7)»^#rtl* 
fc»t&$&S^*«f£1-&£i:J&*t?§&o JM*Wfc«\ ^OFPRLl^S 

(PBS) -CtfcSM^ X-g a 1 *-£tr$fefeifcT\ mi&£fctt3 7 "CftiS 
»3 Ofl-«fV»LlWPWSl&$*fe^ «^lmM EDTA/PBS 

fH-*UfJ:v\, #fe^ftvs 1 a c Z4r3*-Ki-*mRNASr«tffiL"C4> 

[0 10 9] 

^OFPRLlOM^iEIU S(F P R L 1 0«ffi*i£ltS £ i:^! 

&o-e, eii*.^ *»fp r l i (omffiTp&fcwm-r&m&^ffi - 

qfe£fcli*«>&tt, mZ.lt, mk&Mb\*Xs ZbKiz, Mz-ltmM, TU)V*f 
-m&. &M&BSmi&. TW>m (Addison' s disease) . 
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12 0 0 3-1 9 1 3 5 9 ^ ^— 5> : 117/ 



wr. ngffijiiLX^JsewoiiajflLW**. aiasn*, ihmmk shm. #§&14® 
flag*) > 4*«jett*ufe Wz.it, rw^-r-m* ^-*vv>«, t&Sffi 
tm««fbi (als) > j->rxiH^) , wr& wimpi. mj« (00, 

m m, fcskm, wnttva^, ^mm®.^*?*, ^7AHtWiS, > 

^>-^y3 7^«) . ifc^M^M (#!k ?u->m (Crohn' s disease 

:£fcJ\ ^HWOFPRLlOMtlifU iFPRL lO$lit££Pl«1-&££ 
76 s -e 03 £ i£\ «^ OFPRL1 K MiSf & £ 

. &£1£flR&JgU T^V>i (Addison' s disease) , JB*a£tt»Jtttf^ 

SSSIfcfeft (0»x.tf, 7;v7A^fv-i, ^^>v>i, ffi%ffittflX«ft& 
(ALS) , i-fXJBHE) . «M& *ft«9, («, «teBQ»V*v*-. 

^ v s y * , F*l#3?it£ v 3 y * , ^ 9 A m&ftak^ Y*l/?9i/a 

vtmmm ^ jfc!Ett»*k«l (#!k ?u->m (Crohn' s disease) , tt^tt^: 
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2003-191359 A *>-i? I 118/ 



[0 1 1 o) 

*t & it&fo t tz it * om. £ ^m-r %> mm t mm^ l t mat-r sit^-eiSo 

nmZlW)^ (08x.tf, v?.*, *;we^K 9 

K^tftlifoitto^lli, *MM!I*U h & J: 

fl^*fcii*ott*ftp«#i-&*£\ (#«6 okgtt 

T) fc*3V*T»i, — HlCO§^ffr£-^£#j0. 1 - 1 0 Omg> &t t < li&J 1 
. 0-5 Omg, «£ 0$f£L<t±$Jl. 0-2 OmgtWo ^ftPWfctS^ 

^Ottfcft^O^'TSWgN (#160kgitt) tc^-t^^^ 

— B*co£»'ft'#»*ft0. 0 1~3 0m g m $fiL<I^O. 1-2 0m 
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^^M2 003-191359 ^ I 119/ 

WFPRL1 $ -£> -eo^-COf^ffl £tfcBf-r & £ "T^ * * e 
[0 111] 

UPAC— IUB Commission on Biochemical Nomenclature K «£ 2> W&-^r%>Z> 



dna : 7** 

c D N A liiWft^rv'J **$Cm 

A : Tf-V 

T : f-s > 

G :>fT-y 

c :vfy> 

rna : v#m& 

mRNA :^7^>^-'J^i 

d A T P : T**\sTTJ '»='JVK 

dTTP : ft^rvf^ i^VH'J >m 

dGTP : 7**t 9 sirTS WH'j >M 

dCTP :ft^^^yH'j>® 

atp :T-7*y->^=u>^ 
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2003-191359 
EDTA I xfl/W7 5 

sds : rr^^mki- y y *a 

[0 112] 



G 1 y 


: 7'Jy> 


A 1 a 


: T? — y 


V a 1 


: y 


Leu 




I 1 e 




S e r 


: -fe 1 ; y 


Th r 




C y s 


: y^f'f y 


Me t 


: ^f-^-^y 


G 1 u 


: tf)v? ^ yw. 


Asp 




L y s 


: Vi?y 


A r g 


: 


H i s 


: \L7\*f-*jy 


Phe 


: 7x-;v77-> 


T y r 


: ^nv> 


T r p 




Pro 




A s n 




G 1 n 


: ^ > 


p G 1 u 


: eu^v^ ^ ^ 


* 


: j^jha Vytettl&lrZ 


Me 




E t 




B u 


: r^/Hfe 


P h 






^-v: 120/ 
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2003-191359 ^ : 121/ 



tc :f7 , / , j*^-4 (R) -*;v*>t^ H 

[0 113] 

Tos : p - h;i/jL>x;v-7*— ;v 
CHO 

B z l : soitfr 

Cl2Bz l : 2, 6-^nn^>^v 

Bom \'*l'i?frjt* 9 s*?-Jl' 

z : ^>v;v^^r->*;v^-;w 

Cl-Z ; 2-^no^>i;;i't^y*W-JV 

Br-Z : 2-7n^>^;vt^y*^**^v 

Boc ; t-^f^y*;v^ 

DNP :y-fn7x;-^ 

T r t : h y 

Bum : t — :/h ^v^f^ 

Fmoc : N-9-7;v^-v-;v^ l*3^>#;wK— )V 

HOB t : l-i:KnW/Xh'jr/-^ 

HOOB t : 3, 4-yt Kn-3-fc 

1,2, 3-^>/hV7y> 

HONB : 1-fc Kn^r^-5-y^>U^>-2,3-y3tr^#*i'W ^ K 

DCC : N, N' -^nA^#A/^5K 



[0 114] 

wm^: 1 ' 

$H^^1FPRL1'J^K (P3) ^T^ymifi^J^^i-o 
@B?!]#-^ : 2 

t hft^FPRL 1 or 5 ymMn*7F? 0 
w&m^ : 3 

ffiIE# 2003-3103289 



^^m. 2003-1 9 1359 ^ '. 122/ 

\L bft^FPRL 1 fcn- K-f* c DNA©iSE^JS:^te 

EH** : 4 

5 7 hfi*FPRL lOT^y^lB^J^^-ro 
B2$W-^ : 5 

yy ffi^FPRL 1^3 - cDNAOiS*iB5!IS:^to 

EfllfH!- : 6 
EBI#» : 7 
Wfrm^ : 8 

##M 1 XM^tz-fy^^- 1 Offi*K^J*^o 
KW*^ : 9 

##m i t-mv^^7^v- 2 (omMmmw^ir 0 
mm^r : i o 

mmm 5xm^tz^y^^~s <DV&s&m*&+o 
mm^ : 1 1 

mm 5 Tffl ^tz 7° 9 -f ^ - 4 oau&BE?9 * ^-r 0 

Kyfl*^- : 1 2 
Bfi^!l#-f - : 1 3 

nmm sxm^tzyyj-?- 6 o^sse^j * ^-r 0 
E7!l#^ : 1 4 

5 xm^tz^y 4 7 omxsB^ij^^i-o 
ib^j#^ : 1 5 

m&m^r : 1 6 

*^tnFPRLpjr/K (P3) <DT$ymmm*7f;-f 0 

wmtt : 1 7 

*^^iFPRLivr/K (pi) A<DT<ymm\]*7Fi-o 



mffl&2 003-3103289 



^12 0 0 3 - 1 9 1 3 5 9 ^ I 123/ 

: 1 8 

^W^IFPRLl^r/K (PI) /MSB^J^^-fo 

ifi^iJ#-8- : i 9 

:£!£BJ5tf>fc fSFPRL 1 V 1f> K (PI) A<7)7 5 J WRM*^* 

wzm^- : 2 0 

$H^tHFPRLl'J^>K (PI) /mifi^'J^^-ro 
BB?!l#-3- : 2 l 

*»^!FPRLl'jr/K (P4) ^)7 5;«^to 

$^iObMFPRLl'jr/K (P4) (DT\ ;WJ*^to 
^Jfc^^JfeM 5 -e#^>^7t^®^m#E scherichia coli J 
M10 9/pUC18-rFPRLl(i2 0 0 3^1|10 H <b 3£*fe&o < tf 
$HT@lfil 6 305-8566) ©iitT&ffiAi 

!t&#!^ffi25B>T #fP^^^K-fe > * - lc^it#-^F ERM BP-8274 

[0 115] 

^n-->^ (Molecular cloning) CfE$c£ *LTV^;fr$;Kt£c?*:o 
[0 116] 

^l«!)l UFPRL1-GFPMH/;CH0«W^ 

^^in^ioTi^iin^^mrt c AMPl07'^|}iiifflt77^v3 y\z 

K bFPRL l-GFP^IHf:CHOiMT7^^fMi (HBSS 
(GibcoBRL) CO. 1 %>? is&LmT)l>7* >\ &£H, 0. 2 mM IBMX& 

Tv^jm&mzxftmLtz&mMtorfwitomfoy??^* v (0. osg/ 

well. 0. 5 g/we 1 1) £?&tJnU >1//Mt^ 
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^^-m 2003-191359 ^ ^-v : 124/ 

Z7\zmnL?z 0 3 7V, 5%C0 2 MTt3 OMtUo «i±H^t 
T> cAMP screen kit (7^7 4 * v*"r AX*±) O^n 

h3-fl/i:ftv\ «F*3<7)c ALPi*'/l/-hV-^- (ARVO s x^;v 
^-^/l/j&^V*-, Wallactt) «rJflv»-C«J5tLfco 

^^^-^^fAU:CHOII)l(mo c k)KJfc^ FPRL1 

- G F Pilif^iAt^ c H o#HJ&#ll&K, y * a y ^a&inte ioti 

jJD?^«|*I c AMPf ^7*^ l»ffit7 7 ^ y a > (0. 0 5g/wel 1 
£J;t>'0. 5 g /we 1 1) KJ: SfflS^W^#MW^^^ffi$^7t ( 
m 1 ) o 

[0 117] 

^y&082 •7*^S^«bOF l 3H^FPRL 1 VJtrv KP 3 0ffli4 
H»J 1 -Cjlffi $*ifctHFPRLl-GFP HSC H 0*tt#^lft&#fflJ& 

i*i c AMPiiWffitt^T*^ so^y^ Kjaw^t>»»Lfeo 

% #y hnvwWXUc -Hft«#Lfcfk *^fct:±«f ±flt 
|:f'J7WnftH (T F A) £0. 0 5%fc&& -fcdfcflDx., C 1 8*9 A ( 
Prep CI 8 125A;Waters) l:77°7^U; 0 *7A^L 
£^7^K&0. 5%TF A*^tr3 0, 5 0 %7-tr h y mf"; "7*7^ 
XtifflU, 3 0%7-feh-h y;Hi#*z: ^»<7)2 OmMWT^^e-vA 
(pH4. 7) -eSfrJfcU >ft>^9A HiPrep CM-Sepha 
rose FF (Pharmacia) KTy'JJ Ltz 0 >f ^Afcjfe 
^Lfe^-Zf - K* 1 0%7*fe h- h y ;V£^t> 2 OmMSKTV^-vA (p H 
4. 7) cpO0~l. 0M NaC 1 OjftEAgBfi-e^ffibfeo ^H^<U 
MFPRL1-GF PMCH 0«llfl&#£W&*Bfl&rt c AMPl4WJffitt^t 
ZtiX^tzO. 1-0. 2M N a C 1 Hfrfc 3fttO*fr7«fe h VfciJlIx^ 3t'k 

ft4inFAiJHl^ 1«HPLC*7A SOURCE 15RPC 20 
ml (Pharmacia) i:t$^M^o^ 0 RESOURCE R 
PCOflHitt 10-3 0%7-fe h - h y *©*#43E-Cfrv^ * bSIFPRL 1 
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^^m. 2003-191359 ^ ^- v : 125/ 

-gfphich offlm*$mm%mm.ft c am p j^^^n^ut&i^ti. ito e- ? 

tU^WI^ YMC-Pack Pro C 1 8*5A|:t^IUo YM 
C-Pack Pro C 1 8 # 9 AO$M§ii 2 2 — 2 6 %T-fe h V >WO* 

<WMi#& 1 0%7-bh^> ';;v&-£tr2 OmM^mTV^-^A (pH4. 
7) 4»-e^>0~0. 5M N a C 1 Oiftft4gR*rJBv*rt:HH t>»7A T 
SK gel CM-SW (b-V-) -CfrBtLfco i/^tMFPRLl- 
GFPlSmCHO*BI&#*»*IIBI&rtcAMPai^«lWflHttt, NaC 1M0 
. 2Mt»|iJ§^o CM-2SW*5AOfittI^:0. l%^^inF 
A^iDx.> 2 0-2 2%T-feh-f i ;^Oiftg43KS:fflV^i!£ffl*9Ad i p h 
enyl 219TP52 (Vydac) t?«»ffit4L. H MFPRL 1-G 
FPMCHO fliJ&#AM ^mUfift c A M P m^M^ft t -%Cf &&-<D\£- 

tzmz (H2) 0 

[0 118] 

3 7^rtHttFPRLl'jr/KP3 tf>3l*##f 
2 "£2cM*tlti'79 f*lB14F PRLIV^^K P3 79^">a>^ 
Jf, Voyager-DE PRO (ABI) h V 7^X7v^f^ 

n'W-f-fy-^yaV^tWtMIIRiMU:^^ (0 3) , 
m/z 1724. 8, 1741. 6, 1772. 7^ffilL^ 0 

FP R L 1 y 2f> KP 3 75^*>3 >&Q-T o f Ultima A 
PI (Micromass) ICT^-l/? h n^yw ^ ^ VffcRfifrtffU H$ 
ttffrJKOflWf V 7bMassLynx T?fll#f Lfco * >^lftt^4f- 

* (04) -Cl±±£: LX 3m4*>m/z 5 7 5. 3 0, 5 8 0. 6 4^{BI 
U dtttj^Ma s s L y n xfltflfcO— o "Ma xE n t 3" #fcS*CT— flfi^f * 
Vfc^&Lfci:£fc (7*-*^£-f) m/z 1 7 2 3. 8 8, m/z 173 
9. 8 9*ftfc, ifLfcOSNfrfrfc, FPRLlVry W^ii>ftv (M 
+ H+) fim/z 1 7 2 3. 8 8f> m/z 1739.8 9 Jim/ z 1 7 
2 3. 8 8 0mft#fc#&fc*Lfco 
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2003-191359 A : 126/ 



^IC.Q-Tof Ultima AP It:tMS/MSi^U: 0 m/z 
5 7 5. 3. 5 8 0. 6 fcSU LTSOfcLfcfc W*^? h^T* # 

O-f^m/z 5 8 0. 6 t Iti^L^X^^ f ;V^Ma x E n 

1 3^mLfzi>(D-v (05) zmmvfLfzo z.<Dm&*%K7-? 

lt> WJ?:, N*;i/5 M^tDtT'^ cytochrome c o 

x i d a s eON*«l S^i^itlSUo BB^JfcmTO® *) *. CHO- 
Me t (O) -P h e -V a 1 -A s n-A r g-T r p-L e u-T y r - S 
e r-Th r-As n-H i s-Ly So ^BMfcfrtt. *i£5£«*j£<0 IffiM e t 

[0 119] 

Hi608 4 7* F*lH14F PRLl'jr/FP3 vtoWSfflfrtir 
%mm 3 "C#l5£$ fotz~f 9 ftHteF P R L 1 >; #V KP 3 OflKt«r«Bi-« 

h ';■/-> ^klfeN*»iB^*ft7t (06) o ^o^m, a^mjtos 

[0 12 0] 

v**HL§fcc DNA (Marathon-Ready™ cDNA;Clo 
n t e c htt) tilt IT, F P R L 2 OBEflltiM* (A c c e s s i o 

n # 0 7 1 1 8 0; NCB I) £ t WRftLfc 2 1107^ "7-. 
-1 (@E?!l#-t: 8) Slf^'f^— 2 (@e^iJ#-^: 9) tM^TPCR^T^ 
ofco PCRtCiiP y r o b e s t DNA polymerase (^Mit) 
tfflv\ ®9 8r • ©9 8*0-1 0fJ\ 5 5^-3 0fj\ 7 2 TC • 6 

5®0^ (D7 2<C • 2*0#*BS*ff49fc. SJS^> igipimt/fc 
flMiimSal IRXTXb a I -CisDtBr Lfc?&, ^5^5 W^-pAKKO 
-1 1 lHtcJfXlTM^^^-^iiUo *<0^EyiJ&#*fLfciJ£*. 
@B^J#-^.: 6T^£*L&T^yMB^J^&&v^;*FPRL2£3-F-t£ c 
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m 2003-191359 A ^- v : 127/ 



DNAgfi^iJ (mm-Wl 7) 
[0 12 1] 

$mM5 ? y HifBfr^FPRL 1 «r3-Kt*cDNA©^n-i>m 

7 7HIImRNA^f)Marathon™ cDNA Amplific 
ation Kit (Clontec htt) lriv>tcDNA^U -to* 

3 (ie?ij#-§-: io) ^9^-7-4 1 1) £fflv>TPCR£tT 

i&o/; 0 P C RlCfiA dvantage 2 Polymerase mix ( 
Clontec htt) £fflv> N <£>9 6 *C • 153\ ©9 6t • 1 0#> 72^-2 
5EU <D9 6t • 1 O50\ 7 Ot • 2fr£.5Hk ©9 6^-1 OIK 6 SV 

£T0P0 TA Cloning Kit (Invitroge ntt) Oftfe^ 
t:L^ s ot7'7^5 K^7^-pCR2. 1T0P0 (Invitrogen 
tt) fc#AU i^MjM10 9 (SSiS) i:fAU^n-^>^U 

&M<D-U*^~ K*t* c DNAIB^J^tf^o £<Z>E?!Ht#ft*:fc ^:2i0^7 
^y-, ^7^-7-5 (mm-^ : 12) Sl>V9-fv-6 (iB^j#-t: 13) 
SrKtfU ±I<^7 y MfimRNA^f>^L?t c DNAl:§Si: LTMa r 
athonTM c DN A Amplification Kit (C 1 o n t 
e c htt) «i:tot^tt?tL5' -RACEW3' -RACEfcfrfco 
fco PCR{±±5&O^OtRim^fi ; ^v^ EJ^J*flMto*TOPO TA C 
loning Kit (Invitroge ntt) ©^l:U^t7"7^5 
W^-pCR2. 1T0P0 (Invitroge ntt) £*t£ 
»IJM10 9 (SSafi) ^XLT^D-->^Uo l^O^O-VOfi 

ScDNASi^iJW;, £:K.&<0EyiJ1t#^fc$fcfc2flO:/?>fv-. 7"^ 
•^-7 (@B^iJ#-^: 14) MV7^fv-8 (E?!!#^: 1 5) *«fctfU ±jfi 
mimRNA*>f)^jfiUcDNAt«iffltLTPCRifir«:ofco P 
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0^M2 0 0 3 - 1 9 1 3 5 9 ^ i-i?: 128/ 

CRCIiPyrobes t DNA polymerase (^Sit) &JEv>, 
®9 8t- l#<7)f£> ©9 8t • 1 0#\ 5 51C • 3 0#\ 7 2 "C • 6 0#£3 
510ft, (D7 2t • 2^#SRJS5«rff*o3t 0 flt«*W«rWIR»* 
Sal IJl^Xbal^iU:^ ^7^5 ^^-pAKKO - 1 1 1 
Hfc#ALT5m^**-*lMfcLfco i^*ft«IR**S a 1 IOTh e 

ix-mm^rmxffiftzwmu -7?*^ w^- P uc 1 1 9 ^#alt^ 
yyy (DmMGm&n&fltmis*?* -m&nz 3 - k-*& c dn ae?ij (e?o 

#•*§■: 5) fcWfco £©cDNA*o*£ffl$*L&ys/'mK?!l (@5^J#^-: 4 

) Z-SmirZMMf^^tnZJv hFPRL 1 bfir&Ltzo $tz, Z.<D7°7A 
5 VZ&nir2>]&M$mi£*, (Escherichia coll) J 

M109/pUCl 19-rFPRLl bifrZ, Ltz 0 
[0 12 2] 

mMM6 h#IiS*FPRL 1 KncDNAmn^? 

^tt5^&&*LfcS&K^**-**«R03RS a 1 ISlFNhe ITMjDBJrL 
-CjPXWfM-^WU W^-pUC 1 8 KnXLXZ.tit><D)£M& 

hO«faGSe«*fifflV"fe^-SeK«:3-K-r*cDNAHB^I ( 

E#l#^: 5) tNfc* fc 0 io^^u^fjWff 

H£&#£> (Escherichia col i) JM109/pUCl 

8-rFPRLl b&bLito 
[0 12 3] 

Hi&^IlT^ffi^ttfcli MFPRL 1 - GFPMCHOfflMIM« 

it, ^H2kg^^j qtK8 L+-rat»u lMt^a id tcin 

ft h U 7;V^3^ (TFA) £0. 0 5%fc^^>i9^inx., C18*7A 
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(Prep C18 125A; Waters) i:7/7-fU;. *7AI^ 
-g-Lfc^T^KSrO. 5%TFA£#tf3 0, 5 0 %T-b b - h V y 7 

U-( XK^mLtZo 3 0%T-fe h 'J /HHfrfcn te*?> 2 OmMSKrv*- 
(pH4. 7) T*MU ^ft>^7A HiPrep CM-Sep 
harose FF (Pharmacia) KT:/9>f Lfco ^*>Xft*9A 
tw^t/i^7 P f- K£ 1 0%T-feh-b V)\s*^ts2 OmMSaTVt-^A ( 
pH4. 7) *O0~l. 0M N a C 1 Ojftft^lBBT?»ffi L/c 0 ioa#< 
K MFPRL 1 - G F PMC H OiMIW^iSli^ c AMPltPPfJffitt 
W&tHX^tiO. 1~0. 2M N a C 1 I^i:3M^7-t h Vfcjbnx., 

Ji^TFA&illiU iffiHPLC*7AS0URCE 15RPC 2 
0ml (Pharmacia) (:T$?>*^f *#o^ 0 SOURCE 1 
5 R P C (Dfrm* 10-30 %T*.Y-YV ^0«jR4gE*CfTV^ tMFPR 
L 1 - G F PMC H 0»#Ifi5l^«rt c AMPl4WIStt(t SftOt! 

-tKfrfrthxmmztifco ^^-^oHT>fe b-h i ;;was2 2% 

t'ifil^WS^ YMC-Pack Pro C 1 8*5Att^*tfco 
YMC-Pack Pro C 1 8 * 9 A^ili 1 8 - 2 2 %T«fe b - h y ;V 

, ClOfett®^^ 1 0%7-feh-b i ;fl'*-grfr2 OmMSiTV^^A (pH 
4. 7) *X*<D0. 05-0. 3M NaC 1 ©i^@E*fflv^t>^ 
*7ATSK gel CM-SW (>-V-) ±fc4tMFP 
RL 1 - G F PM C H OiSS#IKl^»l*l c AM P I^USttli, NaC 
iWkBLO. 1 7 M-C»ffi $ *Lfc c CM-2 SWfc^AOi&tfcltfHCO. 1%^^ 
^<t9TFA^Jnx.> 15-1 7%T-feh-h , ;^OjftJK^BBS:fflv^aiMi*9 
Ad i phenyl 219TP5215 (Vydac) -CfrHltLfco 16. 
5%T-bh-h , ;^«JR-C«FW$tLfeflMt®^ ! Sr^RPC C2/C18 SC 
2. 1/10 (T^^A^^^M i>X) U tMFPRLl 

- G F Pf&SC H OiHHM* Hft&SHlI&rt c AMPI4»«fittt-|[tS*-0 
fc? (0 7) o 
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[0 12 4] 

mmm s 7* rtBttF p r l 1 v k p 1 0 jci^-rr 

H»J 7 *Lfc7* rtH^F PRLl'jr^K P177^>>3>^ 

tf, Voyger DE P r o (AB I ) KX~? h V v nTv^f^ y K 
f-fy-^>9>>f *>^frR*Wffl»ra*fLfcfc£* (08) s m/ 
z 1921, 1937. 1 9 5 2^tBIl/:o 

3fefc, FPRL 1 'jr/FP 1 ^Q-To f Ultima AP I (Mi c 
romass) fcT^W b n*7W ^*WfcM:##rU H«SffrJR<&fll#f 
7 7 hMa s s L y n xtilfL/io #«^f * 7*- * (EI9&J: 
tflUlO) -e«M+2H2+ (m/z 960. 5 2) > M+3H3+ (m/z 
640. 99) , M+4H4+ (m/z 4 8 1. 0 0) fcBSIU ZfLbZm 
t#lOV7 MVIaxEnt 3 tHI^f t > i: i 5 m/ z 1 

9 2 0. 0 fc&fco 

Q-Tof Ultima AP HCtMS/MSIMUo M+2H 
2+ N M+4H 4 +*m4*>fcl>X%mLfzX'<? fHMaxEn t 3#kll 
L7t*>0-eiB^I^*fLfc (HI lfcitfgll 2) o Z<0&Jk*7GK'7'-?'<- 
^^f Lt, #i»5tOEy!l*> N*;l^ Mfc£frfc7* cytochrome 
b <DN*^^f K fc«S£Lfco SB^JttJ^T^si «9 -e<fc*o CHO-Met-Thr-Asn-1 1 
e-Arg-Lys-Ser-His-Pro-Leu-Met-Lys-Ile-Ile-Asn (SE^!l#-^ : 1 7) o 
[0 12 5] 

HifetflJ 9 7* ftB&F PRLl'J K P 1 £>l*lS&I5?iJ5r#f 

^JfcW8-e«56$*t^7^rtHttFPRL 1 VjJT^K P lOil^ilt^ 
fcJ&K, N-*;i/^g£i2JBJr1-£#yg (2 5% TFA, „ 5 5t:. 2 NfW) 
<DfcN5fc»BEai#tffLfc (Hil 3) o i^iilfiMe t»9^ 

*<Oge^J & £ i: § fc 0 

[0 12 6] 

SSJfefll 10 7* S> OrtHttF PRl'jr/KPl <b^^n a pOf&ttJt 
7 ^JfiMttStLfcr^rtHteF PRLl'J ify KP 1 fc-eoflKSfllflf J: 9 
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^S!l$ft;fcN5fc3gri**;l'* Mfc$*Lfc "7*11:/* SIC y tochrome B 
N3|c»l 57$^»mt4 1 6T5y^f K (f o rmy 1 — MTN I 
RKSHPLMKI INN. K?!l#^ I 1 8) Oi&tt£fc MFPRLlMC 
HOiSfflJ&K:mt£*ffll&rtc AMP*^M«iStt«rJ&Rl^JkttLfc (Ell 4) 0 

[0 12 7] 

Hifem 1 ^SHOfiHttFPRL 1 'J KP4©i»|l 
*WJl-r'BfcB$tV7tt MFPRL l-GFPMCHO«#^« 

|»»C>V7A'*nftBI (TFA) £0. 0 5%t&2> «£ ? KM*., C18*7A 
(Prep CI 8 125A;Waters) tCT^^fUo *7A|Cg^ 
Lfc-^f-KSrO. 5%TFA^trl 0, 3 0, 5 0%7-b b - f 'J;Wr 

^E-^A (pH4. 7) -CSfriftU ^t>»7AHiPrep CM-Se 
pharose FF (Pharmacia) KTZfyJ l>iz a 4 3->3SJ&#9 
Ai:^L^^7°f K£ 1 0%T-b h- b y;v£^tr 2 OmM^iTV^-^A 
(pH4. 7) 4"^0~1. 0M Na C 1 Oiftgg&!R"e$&ffi Lfco ioH# 
< fc: MFPRL 1 - G F PMC H 0«f IWiiift c AMPIWJffi 
m^ttiX^fzO. 1-0. 2M NaC 1 3f«0*frT-b h Vfcillx. 

l%t&&<fc9TFA£J[]x., IffiHPLC*7A SOURCE 15RPC 
20ml (Pharmacia) htt:h5m.*ft ofco RE SOURC 

E R PCO^Ili 10-30 %T-tr h - h y ^OjftK4gE-Cffv\ tUFP 
RL1-GFPI&1CH 0tt#IW4«rt c AMP 14WJf ttli, 

^ n^tLr^m $ tLTto £*i*> * <*> 5 1> r-t > - h; ^mm 2 8 

%T?#tfi$tL;z>®^£> YMC-P a c k Pro C 1 8 * y A IZXfrmhfz 
oYMC-Pack Pro C.l 8 7J 7 A<B#*tt 2 4 - 2 8 %T-t h - h 'J 
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K A CKPfStelifrS: 1 0%T-b h V/Ufc-Str 2 OmMSKTV^^A (p 
H4. 7) ff-COO. 0 5-0. 3M N a C 1 Ojft£4gK£ffiv»fcR&>r 
^*7A TSK gel CM-SW (f-V-) t^SLfc. ifcitbfi 
FPRL 1 - G F PMC H 0«#I^^ttrt c AMPjg£«J*£1${i> N 
aCl^jgO. 18M-C»ffl$^o CM-2SW*5AOflHtIfl-i:0. 1% 
h^S±nFA^Dx.> 20-2 2%T*b-h V/l/0«gE^BB£ffiv*fc&ffi 
*7Adiphenyl 219TP5215 (Vydac) "?*&*I»U 
MFPRL1 - G F PMC H OHB^#IW*ilfi c AMPi4WJ?Stti 
-tt4*-^^-^S:^ (HIl 5) o 
[0 12 8] 

12 T^ftSI&FPRL 1 U^fVKP4<0|f^*f 
1 lt4E$^^fiBttFPRL l'J**VK P477^va>t 

Q-Tof Ultima API (Micromass) KT^V^ hn^7° 
W 4 * U H««ft«0#*r V T7hMassLynx "<MJS#f Lfc 

0 #^*ya*ti#t-&& , 7*-- ut3i-ft> (mi 6) Lfzo *=y 

7>fVh-^t>lim/z 6 6 0. 2 4 8 5 o tinx.xm.ft2 *Lfc^=Fft*0 

^C.Q-Tof Ultima A P I KTMS/MSillSfeLfco WMfc<0 
3l^ft>6 6 5. 6 0, 21®^ *>m/z 9 8 9. 8 8 &SR>f * >fc VXM 
MLtzX^? M^MaxEn t 3 jjfclU^ <OXWM*fflft^te (mi 7 is J: 
Xfmi 8) o ffift<Ol&*&1&Z*>tiWffl\*> N*^5/HfcS*ifc^ c y t o c 
hrome c o x i d a s e <7>N*$$ 1 5 T ^ 7 &3$3IOE#) t— &Lfz 0 
mmPXTVM*) I formylMe t-Phe-Va 1 -A s n-A r g-T 
rp-Leu-Tyr-Se r-Thr-Asn-Hi s-Lys-Asp-I 

1 e-X (m^m^: 2 1-Xo X o 

[0 12 9] 

13 y 9 rtHttF PRLl'jr/K P 4 Ort*PBB51l^**f 
1 2-e3f^$*L£7'*F , 3@ttFPRL 1 K P4 0«j|titBt 
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TK^^ft-e^am. N^gB^rr l^o fprli'j**>kp4 

-79*va>4(K 3 5// 1OTU SAVANTS 0«***^»U 10 
0^1 2 5%TFA-7R=Sr^nLT5 5 < C^T2B#F^^^^ SAVANT 
-e?£*£M*> Lfc&^*N5fc3iiHF||»*fLfc (Ell 9) 0 ^Ojfe*. «5feflli& 
<DltMet£lT1375 y flB!li»OS^J^1IB-r& «T tz Q 
[0 13 0] 

' $»FP R L 1 V Jf> K% *^OFP R L 1 . J/cli^OFP R L 

*H^FPRL 1 V KtFPRL 1 CI t K X ot, FPRL 

1'jr/KhFPRLl t<Dm&&*mt^Mt'&m*n^&.< A9V-~> 

[0 13 1] 

imm] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Novel Ligand For FPRL1 And Its Use 

<130> B03161 

<150> JP 2002-324189 

<151> 2002-11-07 

<150> JP 2002-367119 

<151> 2002-12-18 

<150> JP 2003-59073 

<151> 2003-03-05 

<160> 22 

<210> 1 

<211> 13 

<212> PRT 
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<213> Porcine 
<400> 1 

Met Phe Val Asd. Arg Trp Leu Tyr Ser Thr Asn His Lys 

1 5 10 

<210> 2 
<211> 351 
<212> PRT 
<213> Human 
<400> 2 

Met Glu Thr Asn Phe Ser Thr Pro Leu Asn Glu Tyr Glu Glu Val Ser 

5 10 15 

Tyr Glu Ser Ala Gly Tyr Thr Val Leu Arg He Leu Pro Leu Val Val 

20 25 30 

Leu Gly Val Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Thr Thr He Cys Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu He Val Ser Met Ala Met Gly Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu He His He Val Val Asp He Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Gly Phe He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Met Lys 

130 135 140 

Val He Val Gly Pro Trp He Leu Ala Leu Val Leu Thr Leu Pro Val 
145 150 155 160 
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Phe Leu Phe Leu Thr Thr Val Thr He Pro Asn Gly Asp Thr Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Gly Thr Pro Glu Glu Arg Leu Lys 

180 185 190 

Val Ala He Thr Met Leu Thr Ala Arg Gly He He Arg Phe Val He 

195 200 205 

Gly Phe Ser Leu Pro Met Ser He Val Ala He Cys Tyr Gly Leu He 

210 215 220 

Ala Ala Lys He His Lys Lys Gly Met He Lys Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Leu Lys Glu Met Leu 

260 265 270 

Phe Tyr Gly Lys Tyr Lys He He Asp He Leu Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Val Gly Gin Asp Phe Arg Glu Arg Leu He His Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Ala Pro Thr Asn Asp Thr Ala 

325 330 335 

Ala Asn Ser Ala Ser Pro Pro Ala Glu Thr Glu Leu Gin Ala Met 
340 345 350 

<210> 3 
<211> 1053 
<212> DNA 
<213> Human 
<400> 3 
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atggaaacca acttctccac tcctctgaat gaatatgaag aagtgtccta tgagtctgct 60 
ggctacactg ttctgcggat cctcccattg gtggtgcttg gggtcacctt tgtcctcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcacc 180 
accatctgtt acctgaacct ggccctggct gacttttctt tcacggccac attaccattc 240 
ctcattgtct ccatggccat gggagaaaaa tggccttttg gctggttcct gtgtaagtta 300 
attcacatcg tggtggacat caacctcttt ggaagtgtct tcttgattgg tttcattgca 360 
ctggaccgct gcatttgtgt cctgcatcca gtctgggccc agaaccaccg cactgtgagt 420 
ctggccatga aggtgatcgt cggaccttgg attcttgctc tagtccttac cttgccagtt 480 
ttcctctttt tgactacagt aactattcca aatggggaca catactgtac tttcaacttt 540 
gcatcctggg gtggcacccc tgaggagagg ctgaaggtgg ccattaccat gctgacagcc 600 
agagggatta tccggtttgt cattggcttt agcttgccga tgtccattgt tgccatctgc 660 
tatgggctca ttgcagccaa gatccacaaa aagggcatga ttaaatccag ccgtccctta 720 
cgggtcctca ctgctgtggt ggcttctttc ttcatctgtt ggtttccctt tcaactggtt 780 
gcccttctgg gcaccgtctg gctcaaagag atgttgttct atggcaagta caaaatcatt 840 
gacatcctgg ttaacccaac gagctccctg gccttcttca acagctgcct caaccccatg 900 
ctttacgtct ttgtgggcca agacttccga gagagactga tccactccct gcccaccagt 960 
ctggagaggg ccctgtctga ggactcagcc ccaactaatg acacggctgc caattctgct 1020 
tcacctcctg cagagactga gttacaggca atg 1053 
<210> 4 
<211> 351 
<212> PRT 
<213> Rat 
<400> 4 

Met Glu Ala Asn Tyr Ser He Pro Leu Asn Val Ser Glu Val Val Val 

5 10 15 

Tyr Asp Ser Thr He Ser Arg Val Leu Trp He Leu Thr Met Val Val 

20 25 30 

Leu Ser He Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 
35 40 45 
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Trp Val Ala Gly Phe Arg Met Val His Thr Val Thr Thr Thr Cys Phe 



50 



55 



60 



Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Val Thr Leu Pro Phe 
65 70 75 80 

Phe Val He Ser He Ala Met Lys Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu Val His He Val Val Asp He Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Leu Ala Leu He Leu Thr Leu Pro He 
145 150 . 155 160 

Phe He Phe Met Thr Thr Val Arg He Pro Gly Gly Asn Val Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Asn Thr Ala Glu Glu Leu Leu Asn 

180 185 190 

He Ala Asn Thr Phe Val Thr Val Arg Gly Ser He Arg Phe He He 

195 200 205 

Gly Phe He Met Pro Met Ser He Val Ala He Cys Tyr Gly Leu He 

210 215 220 

Ala Val Lys He His Arg Arg Ala Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr He Trp Phe Lys Glu Ser Leu 

260 265 270 

Phe Ser Gly Arg Tyr Lys He Leu Asp Met Trp Val His Pro Thr Ser 
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275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Ala Phe 

290 295 300 

Met Gly Gin Asp Phe His Glu Arg Leu He His Ser Leu Pro Ser Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Thr Gly 

325 330 335 

He Ser Ser Ala Leu Pro Pro Val Asn He Asp He Lys Ala He 
340 345 350 

<210> 5 
<211> 1053 
<212> DNA 
<213> Rat 
<400> 5 

atggaagcca actattccat ccctctgaat gtatcagaag tggttgtcta tgattctacc 60 
atctccagag ttttgtggat cctcacaatg gtggttctct ccatcacctt tgtcctgggt 120 
gtgctgggta atggactagt gatctgggta gctggattcc ggatggtaca cactgtcacc 180 
actacctgtt ttctgaatct agctttggct gacttctctt tcacagtgac tctaccattc 240 
tttgtcatct caattgctat gaaagaaaaa tggccttttg gatggttcct gtgtaaatta 300 
gttcacattg tagtagacat aaacctcttt ggaagtgtct tcctgattgc tttaattgcc 360 
ttggaccgct gcatttgtgt cctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg attttagctc tgattctcac tttgcccatt 480 
tttattttca tgactacagt tagaattcct ggaggcaatg tgtactgtac attcaacttc 540 
gcatcctggg gtaacactgc tgaagaacta ttgaacatag ctaacacttt tgtaacagtt 600 
agagggagca tcaggttcat tattggcttc ataatgccta tgtccattgt tgccatctgc 660 
tatggactca tcgctgtcaa gatccacaga agagcacttg ttaattccag ccgtccatta 720 
agagtcctta cagcagttgt ggcttccttc tttatctgtt ggtttccctt tcaactggtg 780 
gcccttttag gtacaatctg gtttaaagag tcattgttta gtggtcgtta caaaattctt 840 
gacatgtggg ttcacccaac cagctcattg gcctacttca atagttgcct caatccaatg 900 
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ctctatgctt tcatgggcca ggactttcat gaaagactga ttcattccct gccttccagt 960 
ctggagagag ccctgagtga ggactctggc caaaccagtg atacaggcat cagttctgct 1020 



<210> 6 
<211> 351 
<212> PRT 
<213> Mouse 
<400> 6 

Met Glu Ser Asn Tyr Ser He His Leu Asn Gly Ser Glu Val Val Val 

5 10 15 

Tyr Asp Ser Thr He Ser Arg Val Leu Trp He Leu Ser Met Val Val 

20 25 30 

Val Ser He Thr Phe Phe Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Pro His Thr Val Thr Thr He Trp Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu Leu Val Glu Met Ala Met Lys Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu Val His He Val Val Asp Val Asn Leu Phe Gly Ser 

100 105 110 

Val Phe Leu He Ala Leu He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Arg Lys 

130 135 140 

Val Val Val Gly Pro Trp He Phe Ala Leu He Leu Thr Leu Pro He 
145 150 155 160 

Phe He Phe Leu Thr Thr Val Arg He Pro Gly Gly Asp Val Tyr Cys 



ttacctcctg taaacattga tataaaagca ata 



1053 
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165 



170 



175 



Thr Phe Asn Phe Gly Ser Trp Ala Gin Thr Asp Glu Glu Lys Leu Asn 

180 185 190 

Thr Ala He Thr Phe Val Thr Thr Arg Gly He He Arg Phe Leu He 

195 200 205 

Gly Phe Ser Met Pro Met Ser He Val Ala Val Cys Tyr Gly Leu lie 

210 215 220 

Ala Val Lys He Asn Arg Arg Asn Leu Val Asn Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu Gly Thr Val Trp Phe Lys Glu Thr Leu 

260 265 270 

Leu Ser Gly Ser Tyr Lys He Leu Asp Met Phe Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Tyr Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Met Gly Gin Asp Phe Arg Glu Arg Phe He His Ser Leu Pro Tyr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Gly Gin Thr Ser Asp Ser Ser 

325 330 335 

Thr Ser Ser Thr Ser Pro Pro Ala Asp He Glu Leu Lys Ala Pro 



<210> 7 
<211> 1053 
<212> DNA 
<213> Mouse 
<400> 7 

atggaatcca actactccat ccatctgaat ggatcagaag tggtggttta tgattctacc 60 



340 



345 



350 
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atctccagag ttctgtggat cctctcaatg gtggttgtct ccatcacttt cttccttggt 120 
gtgctgggca atggactagt gatttgggta gctggattcc ggatgccaca cactgtcacc 180 
actatctggt atctgaatct agcattggct gacttttctt tcacagcaac tctaccattc 240 
cttcttgttg aaatggctat gaaagaaaaa tggccttttg gctggttcct gtgtaaatta 300 
gttcacattg tggtagatgt aaacctgttt ggaagtgtct tcttgattgc tctcattgcc 360 
ttggaccgct gcatttgtgt tctgcatcca gtctgggctc agaaccaccg cactgtgagc 420 
ctggctagga aggtggttgt tgggccctgg atttttgctc tgattctcac tttgcccatt 480 
tttattttct tgactactgt tagaattcct ggaggagatg tgtattgtac attcaacttt 540 
ggatcctggg ctcaaactga tgaagaaaag ttgaacacag ctatcacttt tgtaacaact 600 
agagggatca tcaggttcct tattggtttc agcatgccca tgtcaattgt tgctgtttgc 660 
tatggactca ttgctgtcaa gatcaacaga agaaaccttg ttaattccag ccgtccttta 720 
cgagtcctta cagcagttgt ggcttccttc tttatctgct ggtttccctt tcagcttgtg 780 
gcccttttgg gcacagtctg gtttaaagag acattgctta gtggtagtta taaaattctt 840 
gacatgtttg ttaacccaac aagctcattg gcttacttca atagttgtct caatccgatg 900 
ctctatgttt tcatgggcca ggactttcgt gagagattta ttcattccct gccttatagt 960 
cttgagagag ccctgagtga ggattctggt caaaccagtg attcaagcac cagttctact 1020 
tcacctcctg cagacattga gttaaaggcc cca 1053 
<210> 8 
<211> 42 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

aaacagtcga ccaccatgga atccaactac tccatccatc tg 42 
<210> 9 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Primer 
<400> 9 

ctttctagat catggggcct ttaactcaat gtc 33 
<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 10 

atctgggtag ctggattccg gatg 24 
<210> 11 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

tctttcatga aagtcctggc ccatgaa 27 
<210> 12 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 12 

aggaattcta actgtagtca tgaa 24 
<210> 13 
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<211> 24 



<212> DNA 



<213> Artificial Sequence 



<220> 



<223> Primer 



<400> 13 



acagttagag ggagcatcag gttc 



24 



<210> 14 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 14 

ataaagtcga ccaccatgga agccaactat tccatccctc tga 43 
<210> 15 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 15 

aaatctagat catattgctt ttatatcaat gtttaca 37 

<210> 16 

<211> 13 

<212> PRT 

<213> Human 

<400> 16 

Met Phe Ala Asp Arg Trp Leu Phe Ser Thr Asn His Lys 



ffiSEJlf 2 0 0 3- 



3 10 3 2 8 9 
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1 5 10 

<210> 17 
<211> 15 
<212> PRT 
<213> Porcine 
<400> 17 

Met Thr Asn He Arg Lys Ser His Pro Leu Met Lys He He Asn 
15 10 15 

<210> 18 
<211> 16 
<212> PRT 
<213> Porcine 
<400> 18 

Met Thr Asn He Arg Lys Ser His Pro Leu Met Lys He He Asn Asn 

1 5 10 15 

<210> 19 
<211> 15 
<212> PRT 
<213> Human 
<400> 19 

Met Thr Pro Met Arg Lys He Asn Pro Leu Met Lys Leu He Asn 
1 5 10 15 

<210> 20 
<211> 16 
<212> PRT 
<213> Human 
<400> 20 

Met Thr Pro Met Arg Lys He Asn Pro Leu Met Lys Leu He Asn His 
15 10 15 
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<210> 21 
<211> 15 
<212> PRT 
<213> Porcine 
<400> 21 

Met Phe Val Asn Arg Trp Leu Tyr Ser Thr Asn His Lys Asp He 
15 10 15 

<210> 22 
<211> 15 
<212> PRT 
<213> Human 
<400> 22 

Met Phe Ala Asp Arg Trp Leu Phe Ser Thr Asn His Lys Asp He 
15 10 15 

[Hll] *^3V >TJl«L&vM« (Basal) KftL, *^3'J> ( 
FSK) *1 fiM&XXf m*Km&<D7 *s a 2 (F r a 

c. 1-12) *#/k*3y> (FSK) bfflW K&MLTJ y^ra^-va > 
U fflMftc AMP#^Jt^L7t^^^ 0 ±<om*0. 0 5 g/we 1 1*1 
S^tllt^ TO^tiO. 5 g/we 1 lffi^<0«th^^«t^^:^^i- 
o *Stit hFPRL 1 -GFP*MLTV^mo c kflUfe*. ifclfcttfc h 
FPRL 1 - G F P ^M$^/:C H Olil^fflv^:i^^^to ttllllttffiUj&rt 
cAMPz^S (pmo 1/we 1 1) ^r^fo 

[El 2] T^W^ibOrtgi&FPRL 1 K©lli*7Ad i p h e n y 1 

2 19TP52 (Vydac) K£2>mfcnMffi&*7F-to ±®Lte? n-r b ^ 

«K5-OifcfcB|-C*&o 2 1 4 nmOi«jg£7>SKL£79^3 ^£^1% ifc 
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^77^'>3 >K:j3lt& t MFPRL 1 -GFP3&SCHO*BI&*RF*fi<l&*IB 

fl^r*! c am p jg&mfijm& fc^-fo 

[03] ^rtBtF P R L 1 'J ^> KP 3 pj 7 ^^7vXf^ 7 K! 

[0 4] ^fiHttFPRL 1 KP 3<7)^l^ h y W -f * WtS4 

#*r«fcJ:*^;*;*'** MV£^1~o #Wii^*/m# (m/z) , tttfettfc 
ofcfcS&v^v^T^VSr 1 0 0%fc Ltzt ZoffltmBt&Tfi'to B*'>$ r '*->l'fc9 

[0 5] m/z 5 8 0. 6 ^iR'f * > i: UfeM S/M S^^^ h 
^t#!OitfV7 hMaxEn t 3^tl«Uc^)0^t, 
ffl«r^tr^J (y^J) ©HIO^ XZffititmW:**^? h/U±«KIBL 

[0 6] ^rtBttFPRL 1 KP3©x^ hn^rwf *VffcM: 

fWmW.teZZ'VXX'*? b^&TKto ^ftSttFPRL 1 KP 3 

L/:7xxmii^>^> (PTH) -T ^ ;M<V-m*s 0*K^fBLfcT 

[0 7] 7*^ i^fjOfilttF P R L 1 'J **> K<7)1^* 7 ^ R P C C2/ 

ci 8 s c 2 . 1/1 0 K£2>m®r'mm&%:*7Firo ±&\*?u^ yy^y<o 

s*?->Z7F-r o m*<Dnm±2 l 5 nmOfM^i^ffi^T-b > x h 'J ;v 
^Jg*^i"o 7>thx>'j;K;j:«li2 2-2 4 %<DmMteW>X*ft fcofcc 
±^0lCfcv>Tfett^ffi$tL^ffi^^^L^^^0-e$>^> 
o 2 1 5nm«HtMU;77^^3V^to * 7c, fStefc— StLfct? 

3>Hi5(rt-2)t: MFPRL 1 - G F PMC H O^MlW^ttrt c AMP 

[0 8] T^ftBttFPRL 1 V7TVKP l^f'J ynT^f^ y Kl/- 
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l£$&Ji@*/mfif (m/z) > ««l»±tofc<>»v»">^^«:10 0%fcLfei: 

?ii^f,i->' (M + H+) ^)m/z^*^1-o 
[SI 9] ^ftBteFPRL 1 yjyvKP loxi/^ fnx-/W -< * Wtftl: 

fflmmzaz'***'*? Mv£*cf 0 **&ttM:/mar (m/ z ) > tfffliittfc 

[HI10] El 9 <D 3 fflfi^Km-f * y (M+3H3+) <Dfcjzm*7F U EI^v 

[011] 7*^rtH4FPRL 1 V2TVKP bn^^W^'ftWkl 
*3MfrSfe1t£ j:-?.MS/MS^ >^«r^1- 0 2lffi-f * >&§H * > t LtzM 

[mi 2] ^flgttFPRL i v fry vp KD^m^^y^Wi^^ytx^tzM 

S/MS^^ YH>*7Ff 0 M&fr%tmW.ttm<Dm%TV 7 hMa xE n t 3 

[El 1 3 ] 7**ftBteF PRLl'jr/KPl OiB^J5-*fjg**^i-o 

[Ell 4] t MFPRL 1 - G F Pf SC H OllMIW^«fi c AMPi 

ikmmm&ZTFiro ^tmmm i -cams ^f^hi^f p r l i y # > kp i <r> 

jStt^^toM» a nuRPC C2/C18 S C 2 . l/10©f r. 
2 4-2 5ft3feT?*»K ^r<D^y*^ VWkStl*. MWd*7KD2 1 5 nm<7) 

Cytochrome B N3d§ 1 5 T * J W&l&rt& 1 6 T 5 J m^7?- 
V (f o rmy 1 — MTN I RKSHPLMKI INN) OfStet^cto 
[Ell 5] y^l^ibOrtHttFPRL 1 V^K^)»7Ad ipheny 
1 219TP5215 (Vydac) I:i5f^flllil^f to -t&M\ * 
n7h/5 7W->^fo H*OgSjBMi2 1 4 nm (_h) ^itF2 8 0 n 
m (T) OSbteK*^., fcftWU «f»$*LfcFPRL 1 V 2f > KP 4<9fc?-* 

PRL 1 -GFP^CHO«#IW«rtc AMP14Witt«:/Ttc 
[Ell 6] ^fiSttFPRL 1 Vr/KP40^W >;v£7jcto ttttfi 
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(m/z) , ^(i^oi:^5tv^>^^;v^l 0 0%tL7ti:^O>fS. 
^S^r^l-o 3i^il^t> (m/z 6 6 0) fc^mfltfM *> (m/ 
z 6 6 5) «l-CV^ 0 Ej^v^^H^^^^tLTV^^fim/z^ 

[HI 7] r^flittFPRL 1 V ify FP 4©W©3l^^>m/z 6 6 
5. 6 0Wt>J:UcMS/MSWf;v^ g*:fr^ettJi^$M*rV 
7hMaxEnt3^tl«U:^t^ 0 C^M^^tf^J (y 

[118] ^fiittFPRLl';r^KP4<7)m/z 9 8 9. 8 8^tV 
UMS/MSX^^ m&frtirmW:ttm<DffiffiV 7 YMa xE n t 3 

^v>tlWUH^S„ N^MJ^^-tf^iJ (b^J) ^-gO-'f* 

[13 1 9] 7**l*lBteF P R L 1 V ify FP 4 Ort«5E^J53-*r*t**^-f-o **l 

^ (PTH) -T^ ym<£>*£, H+^IBL^T^^T^y Mi7 5/tO- ;£ 
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[HI] 



HIM 
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(||aM/|ouid) dWV o (l|9M/l°w<l)dWV5> 
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[SI 2] 
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[Si 3] 
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^-->*: 4/ 



1724.8 




(m/z) 



2100 



100 1 



% 



'550 



560 



575.30 
575.63 



575.96 



576.30 
580.64 



570 




1.29 
581.63 



m/z 



580 



I i tin. 



590 



600 
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[0 5] 



N T S Y 



R N V F CHO-MstCO) 



1001 



1 739.9 (M+H> + 
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« 4 




Residue number 
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[H8] 



100 



1921.6 



1 


J52.4 




^,1937.6 







1500 1700 1900 2100 2300 2500 



[H9l 



100 , 



640S9 



M+4H*+ 



481J0O 



rrVz 



M+2H2+ 

96052 

iSoo" 
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[mi o] 



64099 



100 -, 



i 

% 



64066 



64133 



635 6^36 &7 




64168 



64240 



646 JDO 



39 So 6il " 6^42 643 644 645 6^46 ^7 648 649 6^50 

mfe 



1 1] 



% 



, N L R K S H P L M K L L N 

H 1 1 1 1 i 1 1 1 1 1 1 1 1 1920.0 

(M+H) * 



3-42.2 



583.4 



yZ i 6443 

J LJL 



JUiu* 



bS 

i 



ikLL 



1000 

m/z 



isoo 
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996,50 
b7 



924.53 
y4 



T 1 



N ^ T j CHO-Mct 



192XO 
(M+H3 * 



1761.0 



1659.9 
y lO 



1545.9 

y9 



lioo 



1000 

m/z 



"Sic 
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[mi 6] 



1001 



%- 



o ' ■ - ,, n r 

655 



[hi 7] 




660.5959 
660.2485 




m/z 



i ~ T m 

660 665 
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[HI 8] 



100i 



W LYSTNHKDI 
I 1 , h-I 1 1 1 1 1 1 1979.0 (M-MH) + 



WW 

A 5392 nM , 1138.61225.6 1440.7 1577.8 j |l934J0| 

500 1000 1500 2000 

m/z 



[HI 9] 



FPRL1 ligand P4 




0 5 

Cycle number 
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mm] f p r l i v fry Y<nffi&o 

MPm-W: i> E?!)#-i§-: i 7tfcttEyfl#*: 2 ifii?$tL 

4T5yaRIB?!l*#*-f *FPRL 1 U b\ 8'^>KfcFPRL 1 
SFPRL 1 T=f~* h/7>*=f-* K7)^ ^ >; - ^ > t'^lftt I. 

o 
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»J#-5§- [000002934] 
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